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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page I of?) 


Biomarkcn Tola) Nicotine (ug/24br) 





Smokers 



Non-Smokers 


Timepomt 

Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

mean, oeo mean 

SD,SE 

MEDIAN 

MIN, MAX 

5 %, 95 % 

BLQ Values Included 

18 

2338,360,1614,220 

1411.7400,332.7500 
2319.820 

22,137, 4893.750 

22.137.4893.750 

0 

32 

2416.280, 1539.710 
1963.9900, 347.1880 
1879.750 

116.325,6337.875 

152.361,6081.580 

0 

50 

2388.230, 1566.130 
1770.0800, 250.3270 
2032.230 

22137, 6337.875 

152.361.5830.270 

0 

30 

8.489,2.808 
19.1396,3.4944 

2,018 

053£( 88.160 

0.650, 63.054 

15 

36 

2314,1.980 

1.4995, 0.2499 

1.965 

0 570, 7.776 

0.800, 6.825 

29 

66 

5,121, 2.321 

13.2003, 1.6248 

1.980 

0,53a 88-160 

0.800,17.248 

44 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5 %, 95 % 

BLQ Values Included 

IS 

2363.200, 1645.410 
1282.6200,302.3160 
2157.760 

10.710.4605.540 

10.710.4608.540 

0 

31 

2590.040,1722.630 
2121.2400,380.9860 
2081.690 

150.672.9552459 
192.780,5988.020 

0 

49 

2506.710,1693.850 
1845.8400,263.6920 
2099.050 
10.710,9552.459 

192780,5810.680 

0 

30 

14.592 2.585 

63.1483,11.5293 

1.680 

0.625,348.555 

0.815,14.926 

19 

36 

2.407,2.079 
1.4070,0.2345 

2.180 

0.660,7.128 

0.750,6.160 

32 

66 

7.945,2.295 

42.6331,5.2478 

2.088 

0.625, 348.555 
0.815,7.128 

51 

Week 3 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

17 

2835.840,1478.690 
2590.2600, 628.2300 

1851.270 
10.061,7734.320 
10.061,7734.320 

0 

29 

2679.760,2063.140 

1574.9800.292.4670 

2397.850 

95.232, 5749.170 
420.000,5508.020 

0 

46 

2737.440,1824.200 
1983.6400.292.4720 
2327.150 
10.061,7734.320 
288.769,7314620 

0 

30 

3-438,2468 

3.7708.0.6885 

2.125 

0.750,19.760 

0.750,8.410 

19 

36 

2207,2052 
0.8545.0.1424 

2.050 

0.940,4.740 

0.990,3,948 

33 

66 

2.766,2.232 
2.6681.0.3284 

2.082 

0.750, 19.760 
0.990,7.224 

52 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

2520.490.1688.990 
1535.5400,361.9290 
2405.250 

14.303,5334.180 
14.303,5334.180 

32 

2484740,1756540 
1748.8000,309.1460 
1934.390 

162.499,6909.320 
172.571,5294.820 

50 

2497.610.1731.920 
1659.2700,234.6560 
2046.090 
14303,6909.320 

172.571,5294.820 

30 

8.840,3.003 

25.2248,4.6054 

1.953 

0.977,138.186 
1.057,32.968 

36 

2309,2097 

1.0377,0.1729 

2180 

0.967,4.729 

0.980,4,724 

66 

5.278,2.469 

17.1813.2.1149 

2.147 

0.967. 138.186 

1.057,11.448 


* Overall values calculated by first aver&eingttie results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values docs nnf iipply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., ‘ei.234' will he used as ' 1 . 154 *) for the averages across visits within a subject thus eliminatig all BLQ values farlhe overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 2 of?) 


Biutuarker. Tuial Nicotine Imnol/24hri 


Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

14416.000,9951.700 

14896,400,9492.290 

14723.500,9655.180 

52.337, 17.310 

14.269,12205 

31.572,14.306 


SD.SE 

8703,3800,2051.4100 

12108.0000,2140.4100 

10912.6000, 1543.2700 

117.9960,21.5430 

9.2444,1.5407 

81.3796, 10.0171 


MEDIAN 

14301.700 

11588.600 

12528.700 

12.438 

12115 

12.207 


MIN, MAX 

136.475,30169.969 

717.144, 39072.999 

136.475, 39072.999 

3267, 543.506 

3.514, 47,939 

3.267,543.506 


5%, 95% 

136475,30170.000 

939.306,37492.900 

939.306.35943.600 

4.007,388.728 

4.932 42.076 

4.932,106.334 


BLQ Values Included 

0 

0 

0 

15 

29 

44 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

14569.100, 10144.000 

15967.600,10620.000 

15453.900, 10442.600 

89.959, 15.936 

14,838, 12.818 

48.983, 14.152 


SD.SE 

7907.3400, 1863.7800 

13077.4000, 2348.7800 

11379.6000,1625.6600 

389.3100,71.0779 

8.6742,1,4457 

262.8330,32.3525 


MEDIAN 

13302.600 

12833.600 

12940.600 

10.357 

13.440 

12870 


MTN.MAX 

66027,2S411.649 

928.893.58890.910 

66.027,58890.910 

3.853.2148.842 

4.069, 43.944 

3.853,2148.842 


5 %, 95 % 

66.027,28411.600 

1188.490.36916.100 

1188.490,35821800 

5.024,92.019 

4.624,37.976 

5.024,43.944 


BLQ Values Included 

0 

0 

0 

19 

32 

51 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN. GEO MEAN 

17482.900,9116140 

16520.700,12719.300 

16876.300,11246.200 

21.194, 15.215 

13.605,12649 

17.055, 13.757 


SD.SE 

15968.9000,3873.0400 

9709.7600, 1803.0600 

12229.2000, 1803.0900 

23.2470.4.2443 

5.2682 0.8780 

16.4485,20247 


MEDIAN 

11412100 

14782.700 

14346,900 

13.101 

12638 

12836 


MIN, MAX 

62.026,47682.083 

587.105,35443.633 

61026,47682.083 

4.624,121.820 

5.795,29.222 

4.624.121.820 


S%, 95% 

62.026, 47682.10D 

2589.300,33957.000 

1780.260,45094.600 

4.624,51.848 

6.103,24.339 

6.103, 44,536 


BLQ Values Included 

0 

0 

0 

19 

33 

52 

Overall' 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

15538.800,10412.600 

1531S.400,10829.100 

15397.800, 10677.300 

54.496,18.515 

14.237,12925 

32537. 15.219 


SD.SE 

9466.5800,2231.2900 

10781.3000,1905.8900 

10229.4000,1446.6500 

155.5110,28.3923 

6.3971,1.0662 

105.9230, 13.0382 


MEDIAN 

14828.400 

11925.500 

12614.200 

12.042 

13.440 

13.235 


MIN, MAX 

88.176,32S8S.200 

1001.810,42596000 

88.176,42596.000 

6021,851.919 

5.960, 29.152 

5.960,851,919 


5%, 95% 

88.176,32885.200 

1063.900,32642.600 

1063.900,32642.600 

63514, 203.248 

6.042, 29.125 

6514,70.579 


■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values went convened to the tipper limit of the 
ELQ (e,g., tel.234' will beuted as '1.234 1 ) for the averages across visits within a subject thus eliminstig all BLQ values for the overall statistics. 
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TABLE 14 . 4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIME POINT AND OVERALL 
(Page 3 Of?) 


Biomarker: Total Nicotine (ufi/mg Creaiinin) 


Smokers 


Non-Smokers 


Timepoint 

Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week] 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

1.996,1.221 

2.034,1,343 

2.020,1.298 

0.005, NA 

0.002, NA 

0.003, NA 


SO, SB 

2.0759,0.4893 

1.5540,0.2747 

1.7387,0.2459 

0.0109,0.0020 

0.0018,0.0003 

0.0075,0.0009 


MEDIAN 

1.526 

1.792 

1.727 

0.001 

0.002 

0.002 


MIN, MAX 

0.021,9.353 

0.097,5.798 

0.021,9.353 

0.000,0.044 

0.000,0.011 

0.000, 0.044 


5%, 95% 

0.021,9.353 

0.1 DO. 5.254 

0.100,5.254 

0.000.0.042 

0.001,0.005 

0.000,0.011 


BLQ Values Included 

0 

0 

0 

IS 

29 

44 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

1.880, 1.210 

2.029, 1.368 

1.974, 1.307 

0.013, NA 

0.002, NA 

0.007, NA 


SD.SE 

1.6531,0.3896 

1.7171,0.3084 

1.6781,0.2397 

0.0605, 0.0110 

0.0014,0.0002 

0.0408,0.0050 


MEDIAN 

1.6S1 

L752 

1.686 

0.001 

0i002 

0002 


MIN, MAX 

0.012,7.451 

0.130,7.495 

0.012,7.495 

0.000,0.333 

0.000,0.007 

0.000,0.333 


5%, 95% 

0.012,7.451 

0.144,6.431 

0.144,6.431 

0.000, 0.017 

0.001,0.004 

0.000,0.004 


BLQ Values Included 

0 

0 

0 

19 

32 

51 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

1.814, 1.068 

2.267, 1.760 

2.100,1.463 

0.002, NA 

0.002, 0.002 

0.002, NA 


SD.SE 

1.3903,0.3372 

1.3884,0.2578 

1.3912, 0.2051 

0.0021, 0.0004 

0.0012 0.0002 

0,1X117,0.0002 


MEDIAN 

L555 

2.175 

2,056 

0.001 

0.002 

0.002 


MIN, MAX 

0.009,4.966 

0.095,5.794 

0.009, 5.794 

0.000,0.011 

0.001,0.005 

0.000,0.01! 


5%, 95% 

0.009,4.966 

0.494,5.392 

0.200,4.966 

0.000,0.005 

0,001, 0.005 

0.000,0,(X)5 


BLQ Values Included 

0 

0 

0 

19 

33 

52 

Overall* 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

1.899, 1.237 

2.099. 1.497 

2.027.1.398 

0,007, NA 

0.002, NA 

0.004, NA 


SD.SE 

1.4598,0.344! 

1.4870,0.2629 

1.4655,0.2073 

0.0228,0.0042 

0.0012 0.0002 

0,0154,0.0019 


MEDIAN 

1.741 

1.849 

1.811 

0.001 

0.002 

0.002 


MIN, MAX 

0.014,6,341 

0.122,5.778 

0.014,6,341 

0.000,0.126 

OtOOQ, 0.006 

0,000; 0.126 


5%, 95% 

0.014, 6341 

0.156,5.620 

0.156,5.620 

0.000,0.015 

0.001, 0.004 

0,000,0.008 


BLQ (e.g., '<L234 f will be used as '1.234*) for tbs averages across visits within a subjsctthus ellminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOIIR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 4of?) 


Tiraepoint 

-s-- 


Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

12.307,7.529 

12.540,8.279 

11456, 8.001 

G.03LNA 

0.013, NA 

0.021, NA 


SD, SE 

12.7977,3.0165 

95803, 1.6936 

10.71911.5159 

0.0670,0.0122 

0,0109, 0.0018 

0,0463,0.0057 


MEDIAN 

9.408 

11.045 

10.644 

0.006 

0.012 

0.012 


MIN. MAX 

0.129, 57.661 

0.598,35.745 

0.129,57.661 

0.000,0.271 

0.000, 0.068 

0.000,0.271 


5%, 05% 

0.129, 57.661 

0.617,32.391 

0.617,32.391 

0.000,0.259 

0.006,0.031 

0,000,0.068 


BLQ Values Included 

0 

0 

0 

15 

29 

44 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

11.587, 7.457 

12.509, 8.432 

12.170, 8.060 

0.081, NA 

0.013, NA 

0.044, N A 


SD, SE 

10.1915, 2,4022 

10.5861, 1.9013 

10.3455, 1,4779 

0.3729,0,0681 

0,0087, 0.0015 

02515,0.0310 


MEDIAN 

10.361 

10.801 

10.394 

0.006 

0.012 

0.009 


MIN, MAX 

0.074, 45.935 

0.801,46.207 

0.074,46.207 

0.000.2053 

0.000, 0.043 

0.000,2.053 


5%, 95% 

0.074,45.935 

0.888,39.647 

0.888,39.647 

0.000,0.105 

0.006,0,025 

0.000, 0.025 


BLQ Values Included 

0 

0 

0 

19 

32 

51 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

11,184, 6382 

13.978, 10.8+9 

12.945,9,019 

0.011, NA 

0.013,0.011 

0.012, N A 


SD, SE 

8.5709,2.0788 

8.5594, 15894 

85770,1.2646 

0.0130,0.0024 

0.0073, (1.0012 

0.0102,0.0013 


MEDIAN 

9587 

13,409 

11673 

0.006 

0.012 

0.012 


MIN, MAX 

0.055,30.615 

0,586,35.720 

0.055,35.720 

0.000,0.068 

0.006,0.031 

0.000,0.068 


5%, 95% 

0,055,30.615 

3.046,33.242 

1,233,30.615 

0.000,0.031 

0.006,0,031 

0.000,0.031 


BLQ Values Included 

0 

0 

0 

19 

33 

52 

Overall' 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

11.710,7.628 

12.938,9.229 

12.496,8.617 

0.041,0.011 

0.013,0.011 

0.026,0.011 


SD, SE 

8.9997,2.1212 

9.1678,1.6207 

9.0349,1.2777 

0.1408,0.0257 

0.0073.0.0012 

0.0952,0.0117 


MEDIAN 

10.731 

11.396 

11.165 

0.008 

0.011 

0.010 


MIN, MAX 

0.086,39.094 

0.753, 35.623 

0086,39.094 

0.002,0.779 

0.002,0.037 

0.002,0.779 


5%, 95% 

0.086,39.094 

0.960,34.649 

0,960,34.649 

0.002 0.094 

0,006,0.025 

0,002,0.049 


BLQ (e.g.,'--1.234' will be used as '1.234 1 ) for (he averages across visits within a subject thus eliminatig all BLQ values foe the overall statistics. 
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TABLE 14,4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 

(Page 5 of?) 


Biomarken Free Nicotine (uE/24hr) 


Timepoint 



Smokers 



Non-Smokets 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

35 

66 


MEAN, GEO MEAN 

1685.190,1137.840 

1778.700,1034.080 

1745.040, 1070.290 

7.867,2.456 

2.180, 1.880 

4.765,1123 


SD, SE 

1101,8200,259.7020 

1601.3000,283.0720 

1430.2000, 202.2600 

19.3657,3.5357 

1.5252,0.2542 

13.2934, J .6363 


MEDIAN 

1444.190 

1281.880 

1417.230 

1.619 

1,875 

1.825 


MIN, MAX 

18.048,3521.714 

76.527,5245.860 

18.048, 5245.860 

0.530,93.100 

0.570, 9.792 

0.530,93.100 


5%, 95% 

18.048,3521.710 

83.814,5088.650 

83.814, 4727.380 

0.780,58.311 

0.800, 3.350 

0.800, 13.992 


BLQ Values Included 

0 

0 

0 

IS 

34 

52 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

1746.580,1234.840 

1840.680,1134.230 

1806.110, 1170.200 

12.592,2.332 

2.317, 2.021 

6.987,2157 


SD, SE 

992.7280,233.9880 

1545.7500, 277.6240 

1358.1100, 194.0160 

54.8383,10.0121 

1.3916,0.2319 

37,0042, 4.5549 


MEDIAN 

1592.530 

1490.080 

1573.750 

1.680 

2.155 

2.013 


MIN, MAX 

10.980,3494.785 

81.312,5904.527 

10.980,5904.527 

0.625,302.670 

0.660, 8-514 

0.625, 302670 


5%, 95% 

10.980.3494.790 

94.792,4764.320 

94.792,4729.200 

0.815,12.512 

0.750,4.5S5 

0.815, 6,758 


BLQ Values Included 

0 

0 

0 

22 

33 

55 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

2172.220,1008.700 

1952.180,1443.640 

2033.500, 1264.500 

2.702,2.114 

2.139,1.995 

2395,2.049 


SD, SE 

2176.7000, 527.9230 

1234.0700,229.1620 

1625.9700,239.7360 

2.5477,0.46S1 

0.8136,0.1356 

1.8255,0.2247 


MEDIAN 

1269.480 

1954.260 

1632.770 

1.900 

2.040 

2.015 


MIN, MAX 

5.450,6614.080 

55.800,4262.175 

5.450,6614.0S0 

0.750,13.650 

0.940,4.740 

0.750,13.650 


5%, 95% 

5.450,6614.080 

417.200,4138.430 

161,699,5668.540 

0.750,7.259 

0.990,3.350 

0.990, 4.740 


BLQ Values Included 

0 

0 

0 

23 

35 

58 

Overall 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

1878.760, 1253.990 

1799.420,1211.440 

1827.980, 1226.590 

7.721,2668 

2.212,2.021 

4.716. 2.293 


SD, SE 

1166.6200.274.9750 

1353.6800,239.2990 

1277.8800.180.7190 

22.2784.4.0675 

0.9755,0.1626 

15.1522 1.8651 


MEDIAN 

1786.220 

1574520 

1696.910 

1.863 

2.150 

2147 


MIN, MAX 

11.493, 3792.220 

85,660.4824.560 

11.493,4824.560 

0.793,121.310 

0.967,5.163 

0.793,121,310 


5%, 95% 

11.493, 3792.220 

130.092,4300.000 

130.092,4297.930 

0.865, 33.074 

0.980,4.270 

0.980, 8.342 


‘ Ovetall values calculated by first averaging the results across visits within a subject, then calculating the descriptive stair ties acroas subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminstig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STA TIS TICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 6 of?) 


Biomarker Free Nicotine (nmol/24hr) 


Timepoinl 

' 


Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

IS 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

10389.200.7014.800 

10965.700, 6375.080 

10758.200, 6598.370 

48.501, 15.139 

13.440,11.591 

29,377. 13.087 


SD.SE 

6792.7300,1601.0600 

9872.0C00,1745.1400 

8817.1700, 1246.9400 

119.3890,21.7974 

9.4029,1.5672 

81.9539, 10.0878 


MEDIAN 

8903.460 

7902.810 

8737.190 

9.978 

11.560 

11.251 


MIN, MAX 

111.266,21711.367 

471.789, 32340.727 

111.266, 32340.727 

3.267,573.962 

3.514,60.368 

3.267,573.962 


5®, 93% 

111.266,21711.400 

516.713,31371300 

516.713,29144,300 

4.309,359*437 

4932, 20.653 

4.932,86.261 


BLQ Values Tnctudcd 

0 

0 

0 

13 

34 

52 

Week 2 

N 

18 

3! 

49 

30 

36 

66 


MEAN, GEO MEAN 

10767.600,7612.790 

11347.800,6992,530 

11134.700,7214.280 

77.631,14.378 

14.284, 12.458 

43.078,13.297 


SD.SE 

6120.1700,1442.5400 

9529.5300,1711.5500 

8372.7600, 1196.1100 

338.0780,61.7243 

85790, 1.4298 

228.1310,28.0810 


MEDIAN 

9817.950 

9186320 

9702.170 

10.357 

13.286 

12.407 


MIN, MAX 

67.692,21545.350 

501.288,36401.409 

67.692, 36401.409 

3.853, 1865.961 

4.069,52,489 

3.853, 1865,961 


5ft, 95% 

67.692,21545.400 

584393, 29372.000 

584393, 29155,500 

5.024 77.136 

4.624 28.267 

5.024 41.663 


BLQ Values Included 

0 

0 

0 

22 

33 

55 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

13391.800, 6218.640 

12035.200,8900.040 

12536.500,7795.640 

16.659,13.035 

13.185, 12.301 

14.764, 12.630 


SD.SE 

13419.4000,3254,6800 

7608.0600,1412.7800 

10024.1000,1477.9700 

15.7067,2.8676 

5.0159, 0.8360 

11.2539,1.3853 


MEDIAN 

7826.960 

1204a 000 

10066.000 

11.714 

12577 

12.423 


MIN, MAX 

33.599, 40775.803 

344.007,26276.309 

33.599,40775.803 

4.624, 84.152 

5.795.29.222 

4,624, 84-152 


5ft, 95% 

33.599, 40775.800 

2572.040,25513.400 

996874. 34946500 

4.624,44.752 

6.103.20.653 

6.103,29,222 


BLQ Values Included 

0 

0 

0 

23 

35 

58 

Overall' 

N 

18 

32 

50 

30 

36 

66 


MEAN, geo mean 

11582.500,7730.810 

11093.400,7468.500 

11269.500,7561.890 

47.597,16.446 

13.636,12.462 

29.073, 14.137 


sd,se 

7192.2100, 1695.2200 

8345.4400, 1475.2800 

7878.1100, 1114.1300 

137.3460,25.0759 

6.0138,1.0023 

93.4135, 11.4984 


MEDIAN 

11012.100 

9706.920 

10461.500 

? 1.484 

13.255 

13.235 


MIN, MAX 

70.852,23379.000 

528.091. 29743.400 

70.852.29743.400 

4.891,747.878 

5.960,31.832 

4.891,747.878 


5ft, 95ft 

70.852,23379.000 

802.015,26509.500 

802.015, 26496.800 

5.331,203.904 

6.042,26.323 

6.042,51.426 


* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of rite 
BLQ (e.g., '<1.234’ will be used as '1.234'} for the averages across visits within a subject thus eliminalig all BLQ values for the overall statistics. 
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TABLE 14.4-1 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BV GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 7 of?) 


Timepoint 



Smokeis 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

1.564,0,861 

1.543,0.902 

1551,0.887 

0.005, NA 

0.002, NA 

0.003. NA 


SD.SE 

1.9898,0.4690 

1.4185,0.2508 

1.6269,0.2301 

0.0106,0.0019 

0.0022,0.0004 

0.0074,0.0009 


MEDIAN 

1.038 

1.072 

1.072 

0.001 

0.002 

0.002 


MIN, MAX 

0.017. 8.892 

0.050, 5.613 

0.017, 8.892 

0.000, 0.044 

0.000,0.014 

0.000,0.044 


5%, 95% 

0.017, 8.892 

0.071,5.001 

0.071, 5.001 

0.000,0.041 

0,001,0.003 

0.000.0.012 


BLQ Values Included 

0 

0 

0 

18 

34 

52 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

1.463,0.906 

1.458,0.901 

1.459,0.903 

0,011, NA 

0.002, NA 

0.006, NA 


SD,SE 

1.5262,0.3597 

1.3118,0.2356 

1.3786,0.1969 

0.0525,0.0096 

0.0014, 0.0002 

0.0354,0.0044 


MEDIAN 

1.135 

1.262 

1.262 

0.001 

0.002 

0.001 


MIN, MAX 

0.012,6.916 

0.064,5.630 

0.012,6.916 

0.000,0.289 

0.000,0.008 

0.000.0.289 


5%. 95% 

0.012.6.916 

0.071.4.633 

0.071,4.633 

0.000,0.014 

0.001,0.004 

0.000,0.004 


BLQ Values Included 

0 

0 

0 

22 

33 

55 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

1.392,0.730 

1.667, 1.232 

1,565, 1.015 

0.001, NA 

0.002,0.002 

0,002, NA 


SD.SE 

1.1591,0.2811 

1.1687, 0.2170 

1.1600,0,1710 

0.0015,0.0003 

0.0011,0.0002 

0.0013,0.0002 


MEDIAN 

1.218 

1.493 

1.471 

0.001 

0.002 

03)02 


MIN, MAX 

0.005.4.246 

0.056.5.060 

0.005,5.060 

0.000, 0.008 

0.001,0.005 

0.000, o.oos 


5%, 95% 

0.005,4.246 

0.357,4.177 

0.107.4.177 

0.000,0.003 

0.001,0.005 

0.000,0.004 


BLQ Values Included 

0 

0 

0 

23 

35 

58 

Overall* 

N 

18 

32 

30 

30 

36 

66 


MEAN, GEO MEAN 

1.477,0.920 

1547,1.032 

1.522,0.990 

0.006, NA 

0.002. NA 

0.004. NA 


SD, SE 

1.3164.0.3103 

1.2482,0.2207 

t.2602,0.1782 

0.0201.0.0037 

0.0013,0.0002 

0,0136,0.0017 


MEDIAN 

1.237 

1.362 

1.351 

aooi 

0.002 

0002 


MIN, MAX 

0.011,5.866 

0.061,5.434 

0.011,5.866 

0.000,0.111 

0.000,0.007 

0.000,0.111 


5%, 95% 

0.011,5.866 

0.119,4.066 

0.119,4.066 

0.000,0.015 

0.001,0,004 

0.001,0.006 


BLQ (e.g., ’<1.234' will be. used aa ' 1.234 1 ) for tire overages across visits within a subject thus elimicatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 8 of?) 


Timepoitu 

" - - . U 


Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

ftmafe 

Overall 

Week 1 

N 

18 

37. 

50 

30 

36 

66 


MEAN, GEO MEAN 

9.640, 5.307 

9.514,5.558 

9.559,5.466 

0.028, NA 

0.012, NA 

0.020, N A 


SD.SE 

12.2671,2.8914 

8.7453,1.5460 

10,0298,1.4184 

0.0654,0.0119 

0.0133,0.0022 

0.0455,0.0056 


MEDIAN 

6,396 

6.606 

6.606 

0,006 

0.012 

0.009 


MIN, MAX 

0.105,54.819 

0.308,34.604 

0.105,54.819 

0.000,0.271 

0.000,0.086 

0.000,0.271 


5%, 95% 

0.105,54.819 

0.438,30.831 

0.438,30.831 

0.000,0.253 

0.006,0.018 

0.000, 0.074 


BLQ Valoes Included 

0 

0 

0 

18 

34 

52 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

9.017, 5.588 

8.986,5.553 

8.998,5.566 

0.070, NA 

0.012, NA 

0.039, NA 


SD, SE 

9.4091,2.2178 

8.0873,1.4525 

8.4990,1.2141 

0.3236.0.0591 

0.0089,0.0015 

02182,0.0269 


MEDIAN 

6994 

7.780 

7.780 

0.006 

0.012 

0.006 


MIN, MAX 

0.074,42.637 

0.395,34.709 

0.074, 42.637 

0.000,1.782 

0.000, 0.049 

0.000, 1.782 


5%, 95® 

0074, 42,637 

0.438, 28.562 

0.438, 28.562 

0.000, 0.0S6 

0.006,0.025 

0.000, 0.025 


BLQ Values Included 

0 

0 

0 

22 

33 

55 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

8.580,4502 

10.277, 7.593 

9.650, 6.259 

0,009, NA 

0.012,0.011 

0.011,NA 


SD.SE 

7.1459,1.7331 

7.2053,1.3380 

7.1517, 1.0545 

0,0089,0.0016 

0.0069,0.0012 

0.0080,0.0010 


MEDIAN 

7.509 

9.204 

9.066 

0.006 

0.012 

0009 


MIN, MAX 

0.031,26.177 

0345,31.195 

0.031,31.195 

0.000,0.049 

0.006.0,031 

0.000,0.049 


5%. 95% 

0031,26.177 

2201,25.751 

0.660,25.751 

0.000,0.018 

0.006,0.031 

OlOOO, 0.025 


BLQ Values Included 

0 

0 

0 

23 

35 

58 

Overall' 

N 

18 

32 

50 

30 

36 

66 


MEAN, geo mean 

9,107, 5.684 

9.537,6.362 

9382, 6.109 

0.03 6l NA 

0012,0011 

0.023, NA 


sd.se 

8.1155,1.9128 

7.6954, 1.3604 

7.7691, 1.0987 

0.1234,0.0225 

0.0075,0.0012 

0.0834,0.0103 


MEDIAN 

7.627 

8394 

8.328 

0.007 

0.011 

aoio 


MIN, MAX 

0.070,36.164 

0373,33.503 

0.070,36.164 

0.000,0.682 

0.002,0.041 

0.000,0.682 


5%, 95% 

0,070,36.164 

0.734,25.067 

0.734,25.067 

0.002,0.094 

0.006,0.025 

0.004,0.039 


BLQ (c.e., '<1.234' will be used as '1.234) for tbc averages aooss visits within a subject thus diiainalig all BLQ values forthc overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE RTOMARKERS OF EXPOSURH BY TIMBPOINT AND OVERALL 
(Page 9 of?) 


Bioniarter: Total Cotinine (ug/24hrt 


TimepoinC 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

4697.130, 3151.040 

4980.330, 3583.250 

4878,380,3421,220 

7.373, 3.378 

3.500,2.494 

5.260.2.863 


SD.SE 

3405.8700, 802.7700 

3510.2700,620.5340 

3440.7600,486.5980 

10.9875, 2.0060 

4.0651,0.6775 

8.1569,1.0040 


MEDIAN 

4337.910 

4470.820 

4470.820 

1.985 

2.449 

2.243 


MIN, MAX 

44.556, 14394.338 

100.100, 17099.775 

44.556.17099.775 

0.950,46.593 

0.570,20.150 

0.570,46.593 


5%, 95 % 

44.556 14394.300 

720.720, 10349.600 

720.726 10349.600 

1.030,31.240 

0.S00,16.174 

1.030,23.940 


BLQ Values Included 

0 

0 

0 

11 

23 

34 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

4529.450,3076.860 

5307.500,4056020 

5021.690,3664.560 

9251,3.780 

3.905,2.849 

6335,3.240 


SD.SE 

2787.8400,657.1010 

3484.5900, 625.8520 

3238.0900,462.5840 

17.8779,3.2640 

3.5318,0.5886 

12.5104, 1.5399 


MEDIAN 

4738.130 

5108.530 

5068.690 

3,046 

2.490 

2.745 


MIN, MAX 

25.650, 11710,980 

240.900, 16352.593 

25.650,16352.593 

0.625,95.190 

0.750, 13.755 

0.625,95.190 


5%, 95 % 

25.650, 11711.000 

735.694, 14208.600 

735.694,11711.000 

0.820,27.225 

0,915, 12.760 

0.915,17.978 


RIeQ Values Included 

0 

0 

0 

12 

21 

33 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

5082.500,3029.690 

5097.600,4137.160 

5092.020,3687210 

6.551,3.654 

3.148,2.496 

4.695,2.968 


SD, SE 

3857.0400,935.4700 

2623.3500,487.1440 

3093.8100,456.1580 

9.7076,1.7724 

2.8940,0.4823 

7.0334,0.8657 


MEDIAN 

3803.840 

5222570 

5049.490 

2.654 

2.423 

2.475 


MIN, MAX 

21.379,13322.126 

520.428,10294.830 

21.379,13322.126 

1.350,43.940 

0.990,15268 

0.990, 43-940 


5%. 95% 

21.379.13322.100 

756.280,9606.210 

538.890,10641.300 

1.430,33.930 

1.034,11.925 

1.200,14,945 


BLQ Values Included 

0 

0 

0 

14 

26 

40 

Overall" 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

4774.450, 320050 

5005.220,3905.530 

4922.140,3635.760 

7.725, 3.939 

3.518,2.757 

5.430,3.243 


SD.SE 

3149.1200,742.2560 

2989.8500,5285360 

3018.0300, 426.8140 

11.0103,2.0102 

2.9605,0.4934 

7.9536,0.9790 


MEDIAN 

4549.290 

5168.870 

5080.990 

2.795 

2,623 

2,645 


MIN, MAX 

30.528,13142500 

287.143,12691.100 

30.528.13142.500 

1.133.48539 

0967,11.705 

0.967,48.539 


5%, 95% 

30.528, 13142500 

834.401,10962.600 

834.401,10962.600 

1.193,30.177 

1.167,11.541 

1.181,21.198 


' Overall values calculated by liisl averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ(e.g., ’<1.234’ will be used as ' 1.2 3 4U for [he averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 144-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOTNT AND OVERALL 
(Page 10 of ?) 


Biomarta: Total Cotinine (iunoV24firi - 

TimepoitU 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

IS 

32 

50 

30 

36 

66 


MEAN. GEO MEAN 

26656.200, 17882100 

28263.400,20334.900 

27684.800, 19415.400 

4L839, 19.170 

19.862 14.154 

29.851, 16.247 


SD.SE 

19328.3000,4555,7200 

19920.8000,3521.5300 

19526.3000,2761.4400 

62.3538,11.3842 

23.0692 3.8449 

46.2905,5.6980 


MEDIAN 

24617.600 

25371.900 

25371.900 

11.265 

13.895 

12.727 


MIN, MAX 

252.855,81687.868 

568.068,97041223 

252.855,97041.223 

5.391,264.415 

3,235,114.351 

3-235,264.415 


5%, 95% 

252.855,81687.900 

4090.090,58734.100 

4090.090,58734.100 

5.845,177.287 

4540,91.787 

5.845.135.860 


BLQ V alucs Included 

0 

0 

0 

11 

23 

34 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

25704.700, 17461.200 

30120.100,23017.900 

28498.100,20796.400 

52500, 21.453 

22163, 16.167 

35.952 18-386 


SD, SE 

15821.0000, 3729.0500 

19775.1000,3551.7100 

18376.2000,2625.1700 

101.4570,18.5234 

20.0431,3.3405 

70.9965, 8.7391 


MEDIAN 

26888900 

28990.900 

28764.800 

17.287 

14.131 

15.578 


MIN, MAX 

145.564,66459.812 

1367.108,92800.965 

145.564 92800.965 

3.547,540.203 

4.2S6,73,060 

3.547,540.203 


5®, 95% 

145.564, 66459,800 

4175.060,80634.100 

4175.060, 66459.800 

4.654,154.502 

5.193.72.413 

5.193.102025 


BLQ Values Included 

0 

0 

0 

12 

21 

33 

Week3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

28843.200,17193.500 

28928.900,23478.400 

28897.200,20924.900 

37.175, 20.737 

17.867,14.163 

26.643, 16.843 


SD, BE 

21888.7000,5308.7900 

14S87.5000,2764.5400 

17557.4000,2588.7000 

55.0906, 10.0581 

16.4231,2.7372 

39.9143, 4.9131 


MEDIAN 

21586.800 

29638.100 

28655.900 

15.062 

13.748 

14.046 


MIN, MAX 

121.326,75603.065 

2953.429,58423.160 

121.326,75603.065 

7.661,249.360 

5.618. 86.646 

5.618,249.360 


5%, 95% 

121.326.75603.100 

4291.890,54515.200 

3058.200,60389.500 

8.115, 192.553 

5.868, 67.674 

6.810,84.813 


BLQ Values Included 

0 

0 

0 

14 

26 

40 

Overall* 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

27095.000.18167.700 

28404.600,22163.900 

27933.100,20632.900 

43.838,22354 

19.961, 15.647 

30.816, 18.402 


SD, SE 

17871.3000,4212.3000 

16967.4000,2999.4400 

17127.3000,2422.1700 

62.4834, 11.4079 

16.8006,2.8001 

45.1369, 5.5560 


MEDIAN 

25817.200 

29333.300 

28834.600 

15.859 

14.885 

15.009 


MIN, MAX 

173.248.74583.600 

1629540,72021.900 

173.248,74583.600 

6.432 275.461 

5.486, 66.424 

5.486,275,461 


5%, 95% 

173.248, 74583.600 

4735.230,62212,600 

4735.230,62212600 

6.772 171.255 

6.621,65.497 

6.704, 120.299 


' Overall values calculated by Era averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper limit of the 
BLQfe.g., '<1.234‘ will be used as '1.234 1 ) forihc averages acioss visits witliiu a subject thus climinatig all BLQ values forthcovcrallatatistics. 
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table i 4 . 4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 11 of 7) 


Timepoint 

■ 


Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

3.409,2.384 

4.265,3.125 

3.957,2.835 

0.005, NA 

0.003, NA 

0.004, NA 


SD,SE 

2.1337,0.5029 

2.5826,0.4565 

2.4437,0.3456 

0.0074,0.0014 

0.0035,0.0006 

0.0056,0.0007 


MEDIAN 

3.233 

4.284 

3.861 

0.001 

0.002 

0.002 


MIN, MAX 

0.042,8.403 

0.083, 10.371 

0.042. 10.371 

0.000, 0033 

0.000, 0015 

0.000, 0033 


5%, 95% 

0.042, 8.403 

0.473, 8.958 

0.473, 8.403 

0.001, 0.021 

0.001.0.014 

0.001.0.015 


BLQ Values Included 

0 

0 

0 

11 

23 

34 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

3.265, Z263 

4.176, 3.220 

3.842, 2.829 

U007, NA 

0.003, 0.002 

O.OQ5, NA 


SD,SE 

1.9738,0.4652 

2.7789, 0.4991 

2.5305,0.3615 

0.0164,0.0030 

0,0030,0.0005 

0.0113,0.0014 


MEDIAN 

2.968 

3.723 

3.699 

0.002 

0.002 

0.002 


MIN, MAX 

0.029, 7.522 

0.240,12.831 

0.029, 12.831 

0.000.0.091 

0.001.0.015 

0.000,0.091 


5%, 959b 

0.029, 7.522 

0.636,9.853 

0.636,8.239 

0,001,0.015 

0.001,0009 

0.001,0.014 


BLQ Values Included 

0 

0 

0 

12 

21 

33 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

3.363,2.188 

4.440,3.529 

4.042,2.957 

0.004,0,002 

0.003,0.002 

0.003,0.002 


SD, SE 

2.1802, 0.5288 

2.7980,0.5196 

2.6149,0.3855 

0.0054,0.0010 

0.0034,0.0006 

0.0044,0.0005 


MEDIAN 

2961 

3.807 

3.681 

0002 

0.002 

0.002 


MIN. MAX 

0.019,7.284 

0.518,11.859 

0.019,11.859 

0.001,0.025 

0.001,0.020 

0.001,0.025 


5%, 95% 

0.019,7.284 

0.832, 10.517 

0,832, 9.415 

0.001,0.019 

0.001,0.008 

0.001,0.008 


BLQ Values Included 

0 

0 

0 

14 

26 

40 

Overall' 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

3.344,2.331 

4.291,3.340 

3.950,2.935 

0.005,0.002 

0.003 r 0.002 

0.004, 0.002 


SD.SE 

2.0124,0.4743 

26178, 0.4628 

2.4396,0.3450 

0.0083.0,0015 

0.0030,0.0005 

0.0060.0.0007 


MEDIAN 

3.191 

3.974 

3.804 

0.002 

0.002 

0.002 


MIN. MAX 

0.030,7.123 

0.280,10.694 

0.030,10.694 

0.001,0.042 

0.001,0.015 

0.001, 0.042 


5%, 95% 

0.030,7.123 

0.733,8.923 

0.733,8.810 

0.001,0.018 

0.001,0.010 

0.001,0.015 


* Overall values calculated by first averaging the results across visits within a subject, then calculffling the descriptive statistics across subjects. Count of BLQ values does net apply as the BLQ values were converted to the upper limit of the 
BLQ(e.g., 'el .234' will be used as '1.234') forthe averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY HMEPOINT AND OVERALL 
(Page 12 of?) 


Binmnrbf.r: Total Cotinine fnmol/me Creatiril 

Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

19.343,13.527 

24.206,17.733 

22.456,16.086 

0.026, NA 

0.017, N A 

0.021, NA 


SD, SE 

12.1086,2.8540 

14.6561,2.5908 

13.8680,1.9612 

0.042U, 0.0077 

0.0199,0.0033 

0.0319,0.0039 


MEDIAN 

18.345 

24.309 

21.912 

0.006 

0.011 

0.011 


MIN, MAX 

0.238, 47.687 

0.471,58.855 

0.238, 58.855 

4000, 0.187 

0.000,0055 

0.000, 0.187 


5%, 95% 

0.238, 47.657 

2.684,50.837 

2.684,47.687 

0.006,0.119 

0.006,0.079 

0.006, 0.085 


BLQ Values Included 

0 

0 

0 

11 

23 

34 

Week? 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

18.530,12843 

23.701, 18.276 

21.801,16055 

(1038, NA 

0019, 0014 

0028, NA 


SD,SE 

11.2015, 2.6402 

15.7703,2.8324 

14.3604,2.0515 

0.0932,0.0170 

0.0171,0.0028 

0.0642,0.0079 


MEDIAN 

16.841 

21.128 

20.992 

0.009 

0.01! 

0.011 


MIN, MAX 

0.165, 42.687 

1.362,72.816 

0.165,72.816 

0.000,0.516 

0.006,0.085 

0.000,0.516 


5%, 95% 

0.165.42.687 

3.609,55.916 

3.609,46.756 

0.006, 0.085 

0.006,0.051 

0.006, 0.079 


BLQ Values Included 

0 

0 

0 

12 

21 

33 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

19.086,12.417 

25.199,20.024 

22.940, 16.783 

0.021,0.012 

0.017,0.013 

0.019,0.013 


SD, SE 

12.3729, 3.0009 

15.8784,2,9485 

14.8394,2,1880 

0.0306,0.0056 

0,0194, 0.0032 

0.0250, 0.0031 


MEDIAN 

16.804 

21.605 

20.887 

OOU 

0.011 

0.011 


MIN, MAX 

0.108, 41.337 

2.940, 67.300 

0.108,67.300 

0.006,0.142 

0.006,0.114 

0.006,0,142 


5%, 95% 

0.108,41.337 

4.722, 59.684 

4.722,53.430 

0.006,0.108 

0.006,0.045 

0.006,0.045 


BLQ Values Included 

0 

0 

0 

14 

26 

40 

Overall" 

N 

IS 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

18.974, 13.230 

24.354, 18.957 

22.417,16.655 

0.028,0.014 

0.018,0.014 

0.023,0.014 


SD, SE 

11.4205,2.6918 

14.8558,2.6262 

13.8448, 1.9579 

0.0475,0.0087 

0.0168,0.0028 

0.0344,0.0042 


MEDIAN 

18.107 

22.550 

21.585 

0.010 

0.011 

0,011 


MIN, MAX 

0.170,40.425 

1.591,60,690 

0.170,60.690 

0.004, 0.240 

0.004,0.035 

0.004,0.240 


5%, 95% 

0.170,40.425 

4162,50.636 

4.162,49.999 

0.004,0.104 

0.006,0.057 

0.006, 0.085 


* Overall values calculated by Hist averaging Ote results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234'will be used as'L234 1 ) for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TTMEPOINT AND OVERALL 
(Page 13 of?) 


Bioma r ker. Free Cotinine (ugfl4hr) 


Non-Smoke is 


Timepoint 

Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

18 

1683.980, 1226.760 
920.8080.217.0360 
1908.820 

26.790, 3201.831 

26.790, 3201.830 

0 

32 

1833.760,1377.870 
1274.5200,225.3050 
1583.010 

50.050,6435.660 
308.979,3606.940 

0 

50 

1779.840,1321.430 
1152.0100,162.9180 

1795.S20 

26.790, 6435.660 

308.979, 3550,190 

0 

30 

4.187,2.268 

6.2628,1.1434 

1.830 

0.530, 27.900 
0.715,20.140 

19 

36 

2.264, 1.955 
1.3867,0.2311 

1.925 

0.570, 6.912 

0.800, 6.825 

31 

66 

3.138,2,091 
4.4120, 0.5431 
1,915 

0.530,27.900 
0.780,12.160 
50 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

59b, 95% 

BLQ Values Included 

18 

1784.290,1256.440 
902.3150,212,6780 
1769.270 

13.950, 3133.273 

13.950, 3133.270 

0 

31 

1837.170,1433.920 
1174.1100,210.8760 
1686.630 

148.738, 4366.890 
350.900, 4252.950 

0 

49 

1817.750,1365.990 
1072.6600, 153.2370 

1731.970 

13.950,4366.890 
226.118,3766.020 

0 

30 

5.196,2.549 

10.7544,1.9635 

1.917 

0.625,59.280 

0.815,13.221 

18 

36 

2.402,2.103 

1.3361,0.2227 

2.205 

0,660,7.795 

0.750,4.875 

30 

66 

3.672,2,295 
7.3843,0.9089 
2.180 

0,625,59.280 
0.815.9.804 
48 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

17 

2040.610, 1231.980 
1576.8000, 382.4300 
1600.540 

6.393.5162.740 

6.393.5162.740 

0 

29 

1902.950,1558.720 
1132,3100,210.2650 
1655.220 

22S.246,4886.167 
391.688, 3866.580 

0 

46 

1953.820,1428,930 
1298.5800,191.4640 

1633.050 

6.393,5162.740 

354.936,4856.040 

0 

30 

3.809, 2.464 

5.2300,0.9549 

2.032 

0.750,25.870 

1.072, 15,370 

18 

36 

2.267,2.071 

1.0719, 0.1786 

2.050 

0.940,6.420 

0.990,4.740 

33 

66 

2.968,2.241 
3.6635, 0.4509 
2.050 

0.750,25.870 
1.068, 7.188 

51 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

18 

1830.020, 1303.960 
1019.6400,240.3310 
1786.240 
15.711,3774.690 

15.711, 3774.690 

32 

1818.890,1460.500 
1095.3400, 193.6300 
1681.960 

141.345.4483.280 
374.266,3982.290 

50 

1822.900,1402.090 
1058.1900, 149.6500 

1695.440 

15.711, 4483.280 

374,266,3774.690 

30 

4.397, 2,599 

6.2744, 1.1455 

1.991 

0.787, 30.043 

1,092, 16.027 

36 

2.311,2.100 

1.0528,0.1755 

2.187 

0.967,5.145 

0.980,4.770 

66 

3.259,2.313 
4.3883,0.5402 
Z147 

0.787,30.043 
1.092, 12.202 


' Overall values calculated by first averaging lire results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
ELQ (e.g., '<1.234' will be used as 1 1.234j for the averages across visits within a subject thus elLminarig all BLQ values for lire overall statistics. 
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TABLE 14.4-2 


STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY RENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 14 of?) 


Biomarken Free Cotinine (nnlol/24hr) ._.________—.--- 

Timcpomi 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

9556.570,6961.840 

10406600,7819.390 

10100.600,7499.140 

23.762,12871 

12.849, 11.094 

17.809, 11.869 


SD,SE 

5225.5800, 1231.6800 

7232.8800,1278.6100 

6537.6300,9245610 

35.5415,6.4890 

7,8697, 1.3116 

25.0383, 3,0820 


MEDIAN 

10832.500 

8983.560 

10191.300 

10.383 

10.925 

10.868 


MIN, MAX 

152.033, 18170.391 

284,034, 36522,371 

152.033,36522.371 

3.008,158.333 

3.235, 39.226 

3.008, 158.333 


5%, 95 % 

152.033, 18170.400 

1753.460,20469.400 

1753.460,20317.600 

4.058, 114.295 

4.540,38.732 

4.427,69.008 


BLQ Values Included 

0 

0 

0 

19 

31 

50 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

1O125.S00,7130.290 

10426.000,8137.520 

10315.700,7751.970 

29.490,14.465 

13.633,11.936 

20.841, 13.025 


SD, SE 

5120,6400, 1206.9300 

6663.0700, 1196.7200 

6087.3400, 869.6210 

6L0312 11.1427 

7.5825, 1.2637 

41.9057,5.1582 


MEDIAN 

10040.600 

9571.630 

9828,950 

10.879 

12.514 

12.372 


MIN, MAX 

79.166, 17781.324 

844.088,24782.101 

79.166,24782.101 

3.547,336.414 

3.746, 44.237 

3.547,336.414 


5%. 95% 

79.166, 17781,300 

1991.360, 24135.500 

1283.220, 21372 200 

4.625,75.029 

4256, 27.666 

4625,55.638 


BLQ Values Included 

0 

0 

0 

18 

30 

48 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

11580.500,6991,470 

10799.200, 8845.710 

11087.900,8109.170 

21.615,13.985 

12.863,11.752 

16.841,12.719 


SD, SE 

8948.3300,2170.2900 

6425.8600,1193.2500 

7369.4100, 1086.5600 

29.6804,5.4189 

6.082S, 1.0138 

20.7903,2.5591 


MEDIAN 

9083.040 

9393.370 

9267.540 

11.532 

11.634 

11.634 


MIN, MAX 

36.280,29298.550 

1278.271,27728.998 

36.2S0.29298.550 

4.256,146.812 

5,335,36.434 

4256,146.812 


3%, 95% 

36.280,29298.600 

2222.830,21942.800 

2014.260,27558.000 

6.084,87.225 

5.618,26.900 

6.061,40.792 


BLQ Values Include d 

0 

0 

0 

18 

33 

51 

Overall" 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

10385.400 7399.990 

10322206 8288.310 

10344.900, 7956.860 

24.956,14.747 

13.115,11.915 

18.497, 13.128 


SD, SE 

5786.4600, 1363.S800 

6216.0300.1098.8500 

6005.2200,849.2660 

35.6075,6.5010 

5.9749,0.9958 

24.9037,3.0654 


MEDIAN 

10136.900 

9545.130 

9621,610 

11.298 

12.409 

12.182 


MIN, MAX 

89.160,2142L 400 

802.131,25442.600 

89.160,25442.600 

4.464,170.496 

5.486,29.198 

4.464, 170.496 


5%, 95% 

89.160,21421.400 

2123.960,22599.500 

2123.960,21421.400 

6.195,90.955 

5562,27.068 

6.195,69.245 


' overall values calculated by llrst averaging the results across visits within a subject, llten calculating tlte descriptive statistics across subjects. Count of BLQ values docs n« apply as the BLQ values were couvertedtothe upper limit of the 
BLQ (e.g., ’<1.234'will be used as T.234 1 ) for the averages across visits within a subject thus elimintitig all BLQ values for tl« overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY T1MEPOINT AND OVERALL 
(Page 15 of ?) 


biumancer. free 

Time point 

uxinine tug/mg t_reauninj 


Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

1.448,0.928 

1.697,1,202 

1.607, 1.095 

0.003, NA 

0.002, NA 

0.002, NA 


SD, SB 

1.3218,0.3115 

1.1734,0.2074 

1,2214,0.1727 

0.0041,0.0003 

0.0016,0.0003 

0.0030,0.0004 


MEDIAN 

1.260 

1.628 

1.401 

0.001 

0.002 

0.002 


MIN, MAX 

0.025, 5.808 

0.042, 4.207 

0.025,5.808 

0.000,0.020 

0.000,0.010 

0.000,0.020 


5%, 95% 

0.025,5.ftna 

0.203, 3.903 

0.203,3.903 

0.000.0.010 

0.001,0.005 

0.000,0.009 


BLQ Values Included 

0 

0 

0 

19 

31 

50 

Week 2 

N 

13 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

1.431,0.925 

1.499, 1.139 

1.474,1.055 

0.004, NA 

0.002, NA 

0.003, NA 


SD, SE 

1.1733,0.2765 

1.0524,0.1890 

1.0867,0.1552 

0.0102,0.0019 

0.0014,0.0002 

0.0070,0.0009 


MEDIAN 

1.264 

1.250 

1.263 

Q001 

0002 

0.002 


MIN, MAX 

0.016,5.177 

0.148.4.123 

0.016,5.177 

0.000.0.057 

0.000,0.007 

0.000,0.057 


5%, 95% 

0.016,5.177 

0.275,3.337 

0.148,3.337 

0.000,0.007 

0.001,0.005 

0.000,0.007 


BLQ Values Included 

0 

0 

0 

18 

30 

48 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

1.378, 0.893 

1.745, 1.329 

1.609, 1.147 

0.002, NA 

0.002,0.002 

0.002, NA 


SD, SE 

0.9164,0.2223 

1.3149,0.2442 

1,1859,0.1749 

0.0028,0.0005 

0.0016,0.0003 

0.0022,0.0003 


MEDIAN 

L292 

1.410 

1.333 

0.001 

0.002 

0.002 


MIN, MAX 

0.006,3.315 

0.224,5.186 

0.006,5.186 

0.000,0.014 

0.001,0.009 

0.000.0.014 


5%, 95% 

0.006,3.315 

0.383,4.641 

0.383,4.005 

0.000, 0.009 

0.001,0.005 

0.001,0.005 


BLQ Values Included 

0 

0 

0 

18 

33 

51 

Overall* 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

1.412,0.957 

1.666,1.253 

1575,1.138 

0.003, NA 

0.002, NA 

0.002, NA 


SD, SE 

1.0606.0.2500 

1.1632,0.2056 

1.1231, 0.1588 

0.0049,0.0009 

0.0013,0.0002 

0.0034,0,0004 


MEDIAN 

1.295 

1.349 

1.305 

0.001 

0.002 

0.002 


MIN, MAX 

0.016,4.572 

0.138,4.505 

0.016, 4.572 

0.000,0.026 

0.000, 0006 

aOCQ, 0.026 


5%, 95% 

0.016,4.572 

0.266,3.886 

0.266, 3,886 

0.001,0.009 

0.001,0.006 

0.001,0,007 


’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper limit of the 
BLQCe.g,, '<1.234 will be used as ’L234 1 ) for the averages across visits within a subject thus eliminarig all BLQ values forthe overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARIS ON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OE 24-HOUR URINE BIOMARKERS OP EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 10 of?) 


Timepoint 

.. S ' “ . 


Smokers 



Non-Smokets 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

IS 

32 

50 

30 

36 

66 


MtJAN, GEO MEAN 

8.216,5.264 

9.630,6.822 

9.121,6.214 

0.015, NA 

0.012. NA 

0,013, NA 


SD, SE 

7.5011,1.7680 

6.6590, 1.1772 

6.9314,0.9802 

0.0234,0.0043 

0.0092,0.0015 

0.0172,0.0021 


MEDIAN 

7.151 

9.239 

7.951 

0.006 

0.011 

0.009 


MIN, MAX 

(1.142, 32.960 

0.238,23.875 

0.142,32.960 

0,000,0.114 

0.000,0.057 

0.000,0.114 


5%, 95% 

0.142,32.960 

1.152,22.150 

1.152,22.150 

0.000, 0,057 

0.006,0.028 

0,000,0.051 


BLQ Values Included 

0 

0 

0 

19 

31 

50 

Week 2 

N 

IS 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

8.122,5.249 

8.506,6.461 

8.365,5.987 

0.022, NA 

0.012, NA 

0.017, NA 


SD,SE 

6.6582,1.5693 

5.9724, 1.0727 

6.1668,0.8810 

0.0577,0.0105 

0.0081, 0.0013 

0.0394. 0.0048 


MEDIAN 

7.174 

7.094 

7.168 

0.006 

0.011 

0-011 


MIN, MAX 

0.091,29.379 

0.840,23.398 

0.091,29.379 

0.000, 0.323 

0.000,0.040 

0.000,0.323 


5%, 95% 

0.091,29.379 

1-561, 18.937 

0.840,18.937 

0.000, 0.040 

0.006,0.028 

0.000, 0.040 


BLQ Values Included 

0 

0 

0 

IS 

30 

48 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GOO MEAN 

7.819.5.065 

9.903, 7.544 

9.133,6.511 

0.012. NA 

0.012,0.010 

0.012.NA 


SD.SE 

5.2007,1,2614 

7.4619, 1.3856 

6.7302,0.9923 

0.0158,0.0029 

0.0090.0.0015 

0.0124, 0.0015 


MEDIAN 

7.332 

8.002 

7.565 

0.006 

0.011 

0.011 


MIN, MAX 

0.034,18.513 

1.271,29.431 

0.034,29.431 

0.000, 0.079 

0.006,0.051 

0.000, 0.079 


5%, 93% 

0.034,18.813 

2.174,26.338 

2,174,22.728 

0.000, 0.051 

0.006,0.023 

0.006, 0.028 


BLQ Values Included 

0 

0 

0 

18 

33 

51 

Overall - 

N 

IS 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

8.016,5,428 

9.455,7.113 

8.937,6.454 

0.017, NA 

0.012,0.010 

0.014, NA 


SD,SE 

6.0188,1.4186 

6.6015,1.1670 

6.3738,0.9014 

0.0278,0.0051 

0.0073,0.0012 

0.0195, 0.0024 


MEDIAN 

7.346 

7.653 

7.403 

0.008 

0.010 

0.009 


MIN, MAX 

0.089,25.944 

0.783,23.568 

0.089,25.944 

0.000, 0.149 

0.002,0.036 

0.000,0.149 


5%, 95% 

0.089,25.944 

1.510,22,053 

1.510,22.053 

0.004,0.051 

0.006,0.032 

0.004, 0.038 


overall values. LULL UJdACLL uy IllSl UYCiagUJg UJC ICSUIU a JUUJ-U, Lir-aa lem-tlinmig u*.. uwinjniiv 114.1.11.11.0 

BLQ (e.g., ’<1.234' will be used as '1.234 1 ) for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 


Proj act Number; 12226-6450 Created on 16MAH02 at 09:53 Printed on Tuesday, March 26, 2002 at 2:12 PM 


Pass 16 of 105 


Source: https://www.industrydocuments.ucsf.edu/docs/yxnj0001 



PM3003564993 



TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 17 of?) 


Tiraepolnt 



Smokers 



Non-Smokeis 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week I 

N 

IS 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

8481.670,5058.790 

7465.200,5530510 

7831.130,5355.820 

12.639, 5.259 

4.573,3.077 

8.239,3.926 


SD.SE 

7495.8000, 1766.7800 

5073.8600, 896.9410 

6001.9500. 848,8040 

19.7909, 3.6133 

5.4679, 0.9113 

14.3955,1.7720 


MEDIAN 

7795.660 

7094.740 

7518.910 

3555 

2.763 

2.948 


MIN, MAX 

80.370, 31233.615 

185.625,21231.840 

80.370,31233.615 

0.9S0, 84.568 

0.800, 25.920 

0.800,84.568 


5%, 95% 

80-370,31233.600 

1264.620,17386.200 

795.900,18631.300 

1.030,59.985 

1.140,19.728 

1.140.40.870 


BLQ Values Included 

0 

0 

0 

8 

16 

24 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

7771.090, 5070.700 

9033.250, 6974.020 

8569.600, 6203.500 

18.479,6.526 

5.572, 3.656 

11.439,4.758 


SD.SE 

5217.2100, 1229.7100 

5553.5400, 997.4450 

5412.4100, 773.2020 

36.8337,6,7249 

6.2324, 1.0387 

25.8488,3.1818 


MEDIAN 

7298.240 

8284.170 

7610.060 

3.674 

2.848 

3.038 


MIN, MAX 

48.420, 20994.570 

504.248,22147.192 

48.420, 22147.192 

1.000,191.422 

1.050,24.208 

1.000,191.422 


5%, 95% 

48.420.20994,600 

1171.890, 19677.600 

842.508,19677.600 

1.023,74.670 

1.240,23.013 

1.148,43.240 


BLQ Values Included 

0 

0 

0 

2 

14 

16 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

8564.710,4903,590 

8436.230, 6644.600 

8483.710,5938.860 

12223,5.533 

4.322,3.155 

7.913, 4.073 


SD, SE 

7430.9800, 1802.2800 

5351.4100, 993.7310 

6120.1700,902.3690 

20.2196,3.6916 

4.3514.0.7252 

14.4330,1.7766 


MEDIAN 

6563.700 

7278.860 

6586.050 

3.665 

2.885 

3,210 


MIN. MAX 

52.295,27454.900 

1258.180, 19074.831 

52295,27454.900 

1.430,89.830 

1.068,21.688 

1.068,89.830 


5%, 95% 

52295,27454.900 

1308.320, 17880.000 

1258.180,18489.900 

1.720,55.313 

1,089,14.840 

1.350,44.835 


BLQ Values Included 

0 

0 

0 

7 

19 

26 

Overall* 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

8308.190,5267.650 

8107.260,6415.480 

8179.590,5975.970 

14.447,6.474 

4.822,3.520 

9.197,4.643 


SD, SE 

6258.3500.1475.1100 

5035.7700,890.2060 

5444.3900,769.9540 

222395.4.0604 

4.5465,0.7S78 

15.9724,1.966! 


MEDIAN 

6721.080 

7035.320 

6813.150 

5.076 

2858 

3.307 


MIN, MAX 

60.362 23472.700 

666.066,20818.000 

60.362 23472.700 

1.318,97.065 

1.067,20 305 

1.067, 97.065 


5%, 95% 

60.362,23472700 

1386.130, 16456.700 

827.503,20711.600 

1.374,66.991 

1.303,18.212 

1.355,42.982 


BLQ (e.g., '<1,234' will be used as '1.234 1 ) for the averages across visits within a subject thus eliminaiig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 18 of ?) 


Biomarker Total 3-hvdipiycotinine (nttiol/24hr) 


Smokers 


Non-Sniokets 


lime point 

Week 1 

statistic 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 957« 

BLQ Values Included 

18 

44130.100,26320.900 
39000.6000,9192.5400 
40560.800 

418.165, 162508.499 
418.165,162508.000 

0 

32 

38841.400,28775.200 
26399.3000,4666.7800 
36913.900 

965.807,110469.264 
6579.820,90460.300 

0 

50 

40745.400,27866.300 
31228.2000,4416.3300 
39120.900 

418.165,162508.499 
4141.070,96938.400 

0 

30 

65.762,27.363 

102.9720,18.8001 

18.497 

4.943, 440.007 

5.359, 312.102 

8 

36 

23.791,16.009 
28,4498,4.7416 

14,373 

4.162,134.862 

5.931,102.645 

16 

66 

42.869,20.426 
74.8998,9.2195 

15.336 

4.162,440.007 

5.931.212.647 

24 

Week 2 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

18 

40433.000t 26382.900 
27145.1000, 6398.1700 
37972.700 

251.929, 109234.748 
251.929,109235.000 

0 

31 

47000.000,36285.800 
28895.1000,5189.7000 
43102.500 

2623.602,115231,840 
6097.320,102382.000 

0 

49 

44587.600, 32276,800 
28160.8000,4022.9700 
39595.200 

251.929,115231.840 
4383.570,102382.000 

0 

30 

96.144,33.953 

191.6460,34.9896 

19.113 

5.203,995.969 

5.323, 388.508 

2 

36 

28.991,19.024 

32.4272,5.4045 

14.816 

5.463, 125.954 

6.452,119,737 

14 

66 

59.515,24.754 
134.4910, 16.5547 

15.804 

5.203,995.969 

5.973,224,978 

16 

Week 3 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

17 

44562.200,25513.400 
38663.4000,9377.2500 
341S0900 

272.091,142847.845 
272.091,142848.000 

0 

29 

43893.700,34571.800 
27843.4000,5170.3800 
3787L900 
6546.311,99246.346 
6807.210,93029.900 

0 

46 

44140.700, 30899.900 
31843.2000, 4695.0300 
34267.200 

272,091. 142847.845 
6546.310, 96202.800 

0 

30 

63.595,28.790 

105.2020, 19.2072 

19.069 

7.440,467.385 

8.949,287.794 

7 

36 

22.485,16.417 

22.6402,3.7734 

15.011 

5.557,112.843 
5.666,77.213 

19 

66 

41.171,21.193 

75.0951, 9.2436 

16.699 

5.557,467.385 

7.024,233.277 

26 

Overall" 

N 

MEAN, CEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

59b, 95% 

18 

43227.600,27407.600 
32562.3000,7675.0200 
34969.800 

314.062,122129.000 
314.062, 122129.000 

32 

42182,100,33379.700 

26201.1000,4631.7400 

36604.800 

3465.540, 108316.000 
7212.010, 85624.400 

50 

42558.500, 31093.000 
28327.2000, 40060800 
35448.800 

314.062,122129.000 
4305.500,107763.000 

30 

75.167,33.685 

115.7120, 21.1260 

26.410 

6.859,505.029 

7.151,348,552 

36 

25,089, 18.313 

23.6560, 3.9427 

14.872 

5.550,105.649 

6.778, 94.757 

66 

47.852,24.159 

83.1043, 10.2294 

17.204 

5.550,505.029 

7.048,223.634 


BLQ(e.g., '<1.234’ will be used as '1.234') for the averages across visits within a subjed thus elirainaig all BLQ value* forshe overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPaiNT AND OVERALL 
(Page 19 of?) 


Time point 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

5.847,3.827 

6.788, 4.823 

6.449,4.438 

0.008, NA 

0.004,0.003 

0.006, NA 


SD, SE 

4.1160,0.9701 

4.9747,0.8794 

4.6629,0.6594 

0.0122,0.0022 

0.0068,0.0011 

0.0097,0.0012 


MEDIAN 

5.353 

5.406 

5.375 

0.002 

0.002 

0.002 


MIN, MAX 

0.076,15.997 

0.154, 18.383 

0.076 18.383 

0.000, 0052 

0.001, a037 

0.000, 0.052 


5%, 95% 

0.076, 15.997 

0.676, 18.231 

0.370,15.997 

0.001,0.042 

0.001.0.022 

0.001,0.022 


BLQ Values Included 

0 

0 

0 

8 

16 

24 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

5.688,3.726 

7.402,5.538 

6.772,4.788 

0.011,NA 

0.005,0.003 

0.008, NA 


SD, SB 

4.0901,0.9640 

5.3130, 0.9542 

4.9259,0.7037 

0.0217,0.0040 

0.0059,0.0010 

0.0155,0.0019 


MEDIAN 

4.759 

5.898 

5.554 

0.004 

0.002 

0.003 


MIN. MAX 

0 054,15.619 

0.503,20.024 

0.054,20.024 

0.000,0.099 

0.001,0.027 

0.000,0.099 


5%, 95% 

0.054,15.619 

0.918,18.903 

0.503, 18.134 

0.001,0.071 

0.001,0.021 

0.001,0.027 


BLQ Values Included 

0 

0 

0 

2 

14 

16 

Weekb 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

5.880, 3.539 

7.537,5.667 

6.924,4.762 

0,006,0.003 

0.004,0.003 

0.005,0.003 


SD, SE 

4.7052,1.1412 

5.6364,1.0466 

5.3191,0.7843 

0.0104,0.0019 

0.0049, 0.0008 

0.0079,0.0010 


MEDIAN 

5.037 

4592 

5X115 

0.002 

0.002 

0.002 


MIN, MAX 

0.046,17.626 

1.148,23.294 

0.046,23.294 

0.001,0.050 

0.001,0.029 

0.001,0.050 


5%, 95% 

0.046,17.626 

1.303, 17.524 

1.148,17524 

0.001,0.026 

0,001,0.010 

0.001,0.021 


BLQ Values Included 

0 

0 

0 

7 

19 

26 

Overall* 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

5.814, 3.797 

7.186,5.455 

6.692,4.787 

0.008,0.004 

0.004,0.003 

0,006,0.003 


SD, SE 

4.1774,0.9846 

5.1148,0.9042 

4.8008,0.6789 

0.0125,0.0023 

0.0052,0.0009 

0.0094,0.0012 


MEDIAN 

4.913 

5.573 

5.297 

0.003 

0.003 

0003 


MIN, MAX 

0.059,16.414 

0.653,20.195 

0.059,20.195 

0.001,0.046 

0.001,0.026 

0.001,0.046 


5%, 95% 

0,059,16.414 

0.914,17.186 

0.653, 16,414 

0.001,0.039 

0.001, 0.021 

0.001,0.026 


BLQ (e.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 20 of ?) 


Btornarken Total S-hydioxycolinine (nmoVmg Creatin) 


Non-Smokers 



Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

IS 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

30.420.19.913 

35.319,25.093 

33.556,23.089 

0.039, NA 

0.023,0.014 

0.030, NA 


SD,SE 

21.4154,5.0476 

25.8835, 4.5756 

24.2611,3.4310 

0.0638,0.0116 

0.0354,0.0059 

0.0506,0.0062 


MEDIAN 

27.849 

28.128 

27.964 

0.010 

4010 

4010 


MIN, MAX 

0.395,83.232 

0.801,95.647 

0.395,95.647 

0.000,0.271 

0.005,0.193 

0.000,0.271 


3%, 95% 

0.395, 83.232 

3.517,94856 

1.925, 83.232 

4005,4219 

0.005,4114 

4005,4114 


BLQ Values Included 

0 

0 

0 

8 

16 

24 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GBO MEAN 

29.593, 19.388 

38.511,28.813 

35.23S, 24.911 

0.059, NA 

0.025,0.015 

0.040, NA 


SD.SE 

21.2809,5.0160 

27.6433,4.9649 

25.6293, 3.6613 

0.1128,0.0206 

M310, 0.0052 

0.0805, 0.0099 


MEDIAN 

24.761 

30.6S7 

28.897 

0.019 

0.010 

0.013 


MIN, MAX 

0.281, 81.266 

2617, 104.185 

0,281,104.185 

40040.515 

0.005, 0l 140 

0.000, 0.515 


5%, 95% 

0.281,81.266 

4.776,98.378 

2.617,94.351 

0.005,0.369 

0.005,0.109 

0.005.0.140 


BLQ Values Included 

0 

0 

0 

2 

14 

16 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

30.593,18.410 

39.214,29.486 

36.028,24.775 

0.032,0.015 

4021,4014 

4026k 4015 


SD.SE 

24.4813,5.9376 

29.3260,5.4457 

27.6752,4.0805 

0.0541,0.0099 

0.0258,0.0043 

0.0412,0.0051 


MEDIAN 

26208 

25.973 

26,091 

0.010 

aoio 

0.01(1 


MIN, MAX 

0.239,91.708 

5.973,121.199 

0.239, 121.199 

0.005,0.260 

0.005,0.151 

0.005,0.260 


5%, 95% 

0.239,91.708 

6,784 91,177 

5973,91.177 

0.005,0.135 

0,005,0.052 

0.005,0.109 


BLQ Values Included 

0 

0 

0 

7 

19 

26 

Overall' 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

30.249, 19.747 

37.388,28.380 

34.318,24.906 

0.043,0.020 

0.023,0.016 

0.032,0.017 


SD.SE 

21.7351,5.1230 

26,6119, 4.7044 

24.9781, 3.5325 

40652 40119 

40271,0.004S 

0.0490, 0.0060 


MEDIAN 

25.563 

28.996 

27.557 

0.016 

0.014 

0.016 


MIN, MAX 

0.305,85.402 

3.399, 105075 

4305, 105.075 

0.003,0.241 

0.005,0.135 

0.003,0.241 


5%, 95% 

0.305,85.402 

4.755,89.417 

3.399, 85.442 

0.005,0.203 

0.005,4111 

0.005,0.135 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as Site BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234’ will be used as '1.2341 for the averages across visits widiin a subject thus elinlinatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 21 of'0 


Bicimaiker. Free 3-hydrojtycotinine (ug/24hr) 





Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

5856.480,3547.470 

5682.970,4198.040 

5745.430,3951.120 

10.326,4,671 

4.009,2.796 

6.880,3.530 


M3, SB 

4830.8700,1138.6500 

4115.0900, 727.4520 

4337.8600, 613.4660 

15.7543,2.8763 

4.7488, 0.7915 

11.5292, 1.4191 


MEDIAN 

5526.840 

5379.730 

5379.730 

3.426 

2.722 

2.763 


MIN, MAX 

42.441,20367.215 

143.550, 18150.580 

42.441,20367.215 

0.950,67.936 

0.855,25.488 

0.855,67.936 


5%, 95% 

42.441,20367.200 

935.760, 15778.200 

645.000,15778.200 

1.030.46.035 

0.880,13.974 

1.030,30.820 


BLQ Values Included 

0 

0 

0 

7 

16 

23 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

5893.470,3777.180 

7035.350,5370.170 

6615.880,4719.000 

14.811, 5.527 

4.440,3.244 

9.154,4.133 


SD. SE 

3983.1000,938.8260 

4427.2700, 795.1610 

4263.6400,609.0920 

29.3232,5.3537 

4.2878, 0.7146 

20.5086,2,5244 


MEDIAN 

5281.350 

6880.830 

6368.090 

5,474 

2.808 

2.918 


MIN, MAX 

24.210.16978.770 

400.405, 18154.368 

24.210,18154.368 

0.875,152.550 

0.750,20.909 

0.750,152.550 


5%, 95% 

24.210,16978.800 

884.631, 15032.800 

722.866,15032.800 

0.902,60.135 

1.240, 13.650 

1.023,31.960 


BLQ Values Included 

0 

0 

0 

3 

15 

18 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, CEO MEAN 

6143.550, 3478.250 

6186.920, 4918.810 

6170.890,4344.160 

9.735,4.823 

3.727,2.871 

6.458,3.634 


SD, SE 

4990.3900, 1210.3500 

3791.4800,704.0600 

4218.9800,622.0550 

15.6351,2.8546 

3.3529,0.5588 

11.1448, 1.3718 


MEDIAN 

4755.720 

5478.480 

5068.950 

2,971 

2.743 

2.894 


MIN, MAX 

21.379, 15121.480 

976.686, 13569.448 

21.379,15121.480 

1.430,72.800 

0.990,16.830 

0.990,72.800 


5%, 95% 

21.379, 1512I.5D0 

1154.780, 13029.400 

976.686,14222.600 

1.720,38.750 

1.068,10.528 

1.300,31.610 


BLQ Values Included 

0 

0 

0 

8 

23 

31 

Overall* 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

5997.370,3797.210 

6148.120, 4S56.530 

6093.850,4444.840 

11.624,5555 

4.059.3.182 

7.498,4.099 


SD, SE 

4284.2000.1009.8000 

3849.6400, 680.5270 

3968.4900,561.2300 

17.7183,3.2349 

3.2903,0.54S4 

12.6611,1.5585 


MEDIAN 

5057.480 

5453.020 

5310.140 

4.401 

2.830 

3.179 


MIN, MAX 

29.343,17222.200 

506.880, 16339.400 

29.343,17222.200 

1.277,76.940 

1.038,14.818 

1.038,76.940 


5%, 95% 

29.343, 17222.200 

991.725, 12433.200 

696.229, 12433.200 

1.374,56,114 

1.276,13.701 

1.303, 33.167 


' Overall values calculated by Erst averaging the remits across visits within a subject, then calculating (he descriptive statistics across subject*. Count of BLQ values does not apply as the BLQ values ware convened to the upper limit of Lhe 
BLQ (e.g.,'<1.234'will be used as '1.234 1 ) for the averages ttemss visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 22 of?) 


Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

30471.300,18457.500 

29568.500,21842.400 

29893.500,20557.701) 

53.724,24.303 

20.857,14.546 

35.797, 18.368 


SD,SE 

25135.0000, 5924.3800 

21410.8000, 3784.9300 

22569.9000, 3191.8600 

81.9694,14,9655 

24.7082,4.1180 

59.9865,7.3838 


MEDIAN 

28756.100 

27990,700 

27990.700 

17.826 

14.160 

14.373 


MIN, MAX 

220.821,105970.620 

746.891,94437.468 

220.821, 105970.620 

4.943, 353.471 

4.449,132.614 

4.449,353.471 


5%. 95% 

220.821.105971.000 

4868.760,82094.200 

3355.940.82094.200 

5.359,239.520 

4.579,72.707 

5,359, 160.356 


BLQ Values Included 

0 

0 

0 

7 

16 

23 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

30663.700,19652,700 

36604,900,27941.000 

34422.400,24553.000 

77.063,28.756 

23.103, 16.880 

47.631,21.505 


SD.SE 

20724.1000, 4884.7100 

23035,1000, 4137.2200 

22183.7000,3169.1100 

152.5690,27.8551 

22 3096,3.7183 

106.7060,13.1346 


MEDIAN 

27478.800 

35801.000 

33133-100 

18.075 

14.608 

15.180 


MIN. MAX 

125.965,88340.540 

2083.307.94457.177 

125.965,94457.177 

4.553, 793.718 

3.902,108.790 

3.902,793.718 


5%, 95% 

125.965,88340.500 

4602.740,78215.800 

3761.070,78215.800 

4.693, 312.882 

6.452,71.021 

5.323, 166,288 


BLQ Values Included 

0 

0 

0 

3 

15 

18 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

31964.900, 18097.300 

32190.600,25748.700 

32107.100, 22602.700 

50.652,25.096 

19.391, 14.936 

33.601, 18.909 


SD.SR 

25965.0000, 6297.4300 

19727.1000. 36632203 

21951.4000,3236.5500 

81.3493,14.8523 

17.4450,2.9075 

57,9863,7.1376 


MEDIAN 

24744.000 

28504.500 

26373.800 

15.459 

14.272 

15.058 


MIN, MAX 

111.235,78677.060 

5081.697,70601.838 

111.235,78677.060 

7.440,378.77S 

5.151,87.566 

5.151,378.778 


5%, 95% 

111.235,78677.100 

6008.340,67792.100 

5081.700,74000,000 

8.949,201.616 

5557.54.777 

6.764,164.467 


BLQ Values Included 

0 

0 

0 

8 

23 

31 

Overall* 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

3120 4300,19756.900 

31988.700, 25268.500 

31706.300, 23126.500 

60,480,28.902 

21.117.16.555 

39.009,21.327 


SD,SE 

22290.7000,5253.9700 

20029,7000,3540,7800 

20648.1000,2920.0800 

92.1883,16.8312 

17.1189,2.8532 

65.8755,8.1087 


MEDIAN 

26314.100 

28372.100 

27628.600 

22.896 

14.725 

16.540 


MIN, MAX 

152.674,89607.000 

2637.300,85014.100 

152.674, 89607.000 

6.643,400.319 

5.402,77.098 

5.402,400.319 


5%, 95% 

152.674, 89607.000 

5159.950,64690.100 

3622.480, 64690.100 

7.151,291.961 

6.639,71.284 

6.778, 172570 


’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234’ will be used as 1 1.234 1 ) for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 23 of 7) 


Biomarker Free 3-hydroxvtotinuie piff’mg Creatinln) _______________ 

Smokers _ _ _Noil-Smokers 


T imepoint _ Statistic Male ___ Female Overall ____ Male ____ Female ___ Overall 


Week I 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

4.056,2.684 

5.165,3.661 

4.766,3.274 

0.006, NA 

0.004,0.003 

0.005, NA 


SD.SE 

2,5920,0,6109 

3.8502, 0.6806 

3.4639,0.4899 

0.0097,0.0018 

0.0062,0.0010 

0.0080,0.0010 


MEDIAN 

4.045 

4.391 

4.258 

0.002 

0.002 

0,002 


MIN, MAX 

0.040, 8.886 

0.119,14.351 

0.040,14.351 

0.000,0.042 

0.001,0.036 

0.000,0.042 


5%, 95% 

0.040,8.886 

0,500,13.466 

0.300,12,478 

0.001,0.032 

0.001,0.016 

0.001.0.019 


BLQ Values Included 

0 

0 

0 

7 

16 

23 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

4.195, 2.776 

5.733, 4.264 

5.168,2642 

0.009, NA 

0.004,0.003 

0.006, NA 


SD.SE 

2.6525, 0.6232 

4.0709,0.7312 

3.6621,0.5232 

0.0172,0.0031 

0,0041,0.0007 

0 .0122,0.001S 


MEDIAN 

3.834 

4.761 

4.126 

0.003 

0.002 

0.002 


MIN, MAX 

0.027, 10.012 

0.400,15.297 

0.027, 15.297 

0.000,0.079 

0.001,0.019 

0.000,0.079 


5%, 95% 

0.027, 10.012 

0.693,14.865 

0.400,12899 

0.001,0.057 

0.001,0.018 

0.001,0.019 


BLQ Values Included 

0 

0 

0 

3 

15 

18 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

4.141,2.512 

5.557,4.221 

5.034,3.484 

0.005,0.003 

0.004,0.003 

0.004,0.003 


SD.SE 

2.9060,0.704S 

4.0050,0.7437 

3.6689,0.5410 

0.0082,0.0015 

0.0038,0.0006 

0 .0062, 0.0008 


MEDIAN 

3.299 

4139 

3.689 

0.002 

0.002 

0.002 


MIN. MAX 

0.019,9.708 

0.770,15.542 

0.019,15542 

0.001,0.041 

0 .001,0.022 

0.001,0.041 


5%, 95% 

0.019,9.708 

0.972,11.857 

0.770, 11.642 

0.001,0.018 

0.001,0.008 

0.001,0.017 


BLQ Values Included 

0 

0 

0 

8 

23 

31 

Overall* 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

4.143,2.740 

5.436,4.136 

4.971,3.566 

0.007,0.003 

0.004,0.003 

0.005,0.003 


SD, SE 

2.6080. 0.6147 

3.8060,0.6728 

3.4521,0.4882 

0.0100,0.0018 

0,0039, 0.0007 

00074,0.0009 


MEDIAN 

3.555 

4.286 

4.113 

0.003 

0.003 

0.003 


MIN, MAX 

0.029,9.245 

0.497,14.264 

0.029,14264 

0.001,0.037 

0.001.0.019 

0.001,0.037 


5%, 95% 

0.029, 9.245 

0.654, 12984 

0497, 12705 

0.001,0033 

0.001, 0.017 

0.001,0.019 


* Overall values calculated by Erst averaging the results across visits within a subject, tlien calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to tire upper limit of the 
BLQ(e.g., '<1.234' will be used as 'L234') for the averages across visits within a subject thus eluninatig all BLQ values for the overall statistics. 
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TABLE l-1.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY RENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 24 of?) 


Biomarker: Free 3-hvdrOxycotinine (nmol/mg Creatin) ________________ 

_Smokers_ _ Non-Smokers 



Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

21.104,13.962 

26.874,19.047 

24,797, 17.032 

0.032, NA 

0.020,0.013 

0.025, NA 


SD, SE 

13.4863,3.1788 

20.0325,3.5413 

18.0226,2.5488 

00505,0.0092 

0.0321,0.0053 

0.0415,0.0051 


MEDIAN 

21.044 

22.847 

22.155 

0.010 

0.010 

0.010 


MIN, MAX 

0.208,46.234 

0.619,74.668 

0.208,74.668 

0.000, 0219 

0.005, 0.187 

ftOOO, 0.219 


5%, 95% 

0.208,46234 

2.602,70.064 

1.561,64.923 

0.005,0.166 

0.005,0.083 

0.005,0.099 


BLQ Values Included 

0 

0 

0 

7 

16 

23 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

21.828,14.439 

29.830,22.188 

26.891,18.948 

0.047, NA 

0,020, 0.014 

0.032, NA 


SD, SE 

13.8009, 3.2529 

2L1808,18042 

19.0536, 2,7219 

0.0898, 0.0164 

0.0217, a0036 

00636, 0.0078 


MEDIAN 

19.946 

24.771 

21.468 

0.013 

0.010 

0.010 


MIN, MAX 

0.140,52.092 

2.081,79590 

0140,79590 

0.000,0.411 

0.005,0.099 

0.000, 0.411 


5%, 95% 

6146 52092 

3.606,77.343 

2081.67.113 

0.005, 0297 

0.005, 0.094 

0005,0099 


BLQ V alues Included 

0 

0 

0 

3 

15 

18 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

21.545, 13.070 

2S.915,21.960 

26.191, 18.128 

0.026,0.013 

0,018,0.013 

0.022, 0.013 


SD, SE 

15.1200,3.6671 

20.8379,3.8695 

19.0893,2.8146 

0.0427,0.0078 

0.0199,0.0033 

0.0323, 0.0040 


MEDIAN 

17.16S 

21.535 

19.194 

0.010 

0.010 

0010 


MIN, MAX 

0.099, 50.511 

4.006, 80.865 

0.099.80,865 

0.005,0.213 

0.005,0.114 

0.005,0.213 


5%, 95% 

0.099,50.511 

5.057,61.692 

4.006,60,573 

0.005,0.094 

0.005,0.042 

0,005,0.088 


BLQ Values Included 

0 

0 

0 

8 

23 

31 

Overall* 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

2L558, 14,243 

28.284,21.519 

25.862, 18.548 

0.035, 0.016 

0.019,0.014 

0.026,0.015 


SD, SE 

13.5702.3.1985 

19.8026,3.5006 

17.9615,2.5401 

0.0521,0.0095 

0.0203.0.0034 

0.0386,0.0048 


MEDIAN 

18,494 

22.298 

21.398 

0.013 

0.013 

0.013 


MIN, MAX 

0.149,48.103 

2.586,74.215 

0.149,74.215 

0.003,0.194 

0.005,0.099 

0.003,0.194 


5%, 95% 

0.149,48.103 

3.405,67.557 

2586,66.106 

0.003,0.170 

0.005,0.U8S 

0.005,0.099 


" Overall values calculated by fust averaging the results across visits wiihiu a subject, llien calculaUtig the descriptive statistics across subjects. Count of BLQ values does not apply ns the BLQ values were converted to the upper limit of the 
BLQ (c.g., ■<1,234' will be used as 1 1.234*) for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14,4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON- SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
{Page 25 of?) 


Riomarlnir! 5-hvriimvcotinine elucurnnide(mnol/24hrl 

Timep oint 



Smokers 



Non *Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

31 

49 

25 

29 

54 


MEAN, GEO MEAN 

13658.800,7347.440 

9608.180,6681.410 

11096.200,6918.750 

14.677, N A 

4.286, NA 

9.097, NA 


SD, SE 

14825.2000, 3494.3200 

6687.0300,1201.0300 

10472.9000,1496.1300 

23.1053,4.6211 

6.8572, 1,2733 

17.1446,2.3331 


MEDIAN 

8980.790 

8366.020 

8366.020 

5.640 

1.350 

2.082 


MIN, MAX 

197.400,56537.828 

21S.900, 26230.442 

197.400,56537.823 

0.000, 86.504 

0,000,30.003 

0.000, 86.504 


5%, 95% 

197.400, 56537.800 

757.770 25398.700 

757.770, 26230.400 

OtOOd 72.540 

0.000, 16,900 

OtOoa 52.260 


BLQ V alues Included 

0 

0 

0 

7 

16 

23 

Week 2 

N 

18 

31 

49 

27 

33 

60 


MEAN, GEO MEAN 

9769.280,6028.730 

10395.100,7947.640 

10165,200,71S0.4SO 

21.598, NA 

6.766, NA 

13.441, NA 


SD, SE 

8845.0300,2084.7900 

6743.3400, 1211.1400 

7498.0900,1071.1600 

41.6044, 8.0068 

13.1800, 2.2943 

30.2054,3.8995 


median 

7733.960 

9075.580 

8992,600 

3.198 

1.056 

1.533 


MIN, MAX 

126,000,38811.750 

540,383, 26263.300 

126,006 38811750 

0.000 202270 

0 .000, 62122 

0.000: 202270 


S%, 95% 

126.000,38811.800 

1494.590,24231.800 

622.537,24231.800 

0.000,75.525 

0.000, 31536 

0.000,60.436 


BLQ Values Included 

0 

0 

0 

3 

15 

18 

Week 3 

N 

17 

28 

45 

28 

34 

62 


MEAN, GEO MEAN 

12597.300,6606.370 

12135.900,92S5.060 

12310.200,8164.710 

13.923, NA 

3513, NA 

8.214, NA 


SD, SE 

14948.0000, 3625.4200 

8852.0800,1672.8900 

11374.8000,1695.6600 

25.7235, 4.8613 

6.8512, 1.1750 

18.5892,2.3608 


MEDIAN 

8891.740 

8279.230 

8468.660 

3.172 

0.000 

0.995 


MIN, MAX 

160.868,64170.700 

1725.522,33098.780 

160.868,64170.700 

0.000,88.660 

0.000,26.235 

04)00, 88,660 


5%, 95% 

160.868,64170.700 

2950.620,31402.400 

1725.520,31402.400 

0.000, 86.250 

0.000,25.331 

0.000,42.273 


BLQ Values Included 

0 

0 

0 

8 

23 

31 

Overall" 

N 

18 

32 

50 

30 

35 

65 


MEAN, GEO MEAN 

12023.200,7040.190 

10289.600, 8053.200 

10913.700, 7675.780 

16.131, NA 

4.542, NA 

9.891.NA 


SD, SE 

11899.5000 2804.7400 

6756.9200 1194.4700 

8872.2500, 1254.7300 

26.2059. 4.7845 

7.0690,1.1949 

19.2777,23911 


MEDIAN 

8821.500 

9018.320 

9018.320 

4.403 

1.455 

2.395 


MIN, MAX 

161.423,49042.900 

828.268,27011.000 

161.423,49042.900 

0.000,104.787 

0.000,28.585 

0.000,104.787 


5%, 95% 

161.423,49042.900 

1717540,23927.100 

828.268,27011.000 

0.000, 87.532 

0.000,23501 

0,000, 49.847 


' Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values dees not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.254' will be used a 3 '1.234) forth® averages across visits within a subject thus eliminstig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIME POINT AND OVERALL 
(Page 26 of ?) 


Biomarker 3-hv<toxycotimne glucwonirie (nmol/mg Creatin] 


Tiinepoiiil 

- J. -c- 


Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Wwk 1 

N 

18 

31 

49 

25 

29 

54 


MEAN, GEO MEAN 

9.316,5.558 

8.742,5.873 

8.953,5.755 

0.009, NA 

0.004, NA 

0.006. NA 


SD.SE 

8.9395,2.1071 

6.9972,1.2567 

7.6799,1.0971 

00145,0.0029 

0.0070,0.0013 

0.0113,0.0015 


MEDIAN 

7.365 

6.599 

6.754 

0.002 

0.001 

0.002 


MIN, MAX 

0.186.37.904 

0.182,24.795 

0.182,37.904 

0.000,0.053 

0.000,0.034 

0.000,0.053 


5%, 95% 

0.186,37.904 

0.724,24.215 

0.365,24.215 

0.000,0.051 

0.000,0.015 

0.000,0.034 


BLQ Values Included 

0 

0 

0 

7 

16 

23 

Week 2 

N 

18 

31 

49 

27 

33 

60 


MEAN, GEO MEAN 

7.764,4.431 

8.681,6,311 

8.344,5.542 

0.013, N A 

0.006, NA 

0.009, NA 


SD.SE 

8.8779,2.0925 

7.1363,1.2817 

7.7423,1.1060 

0.0244,0.0047 

0.0116,0.0020 

0.0187, 0.0024 


MEDIAN 

4.949 

6.791 

5.726 

0.002 

0,001 

0.001 


MIN, MAX 

0.141,37.773 

0.539,31.266 

0.141,37.773 

0.000,0.105 

0.000, 0.053 

0.000, 0.105 


5%, 95% 

a 141, 37.773 

1.171,24592 

0.539,24.592 

0.000,0.072 

0.000,0.041 

0.000,0.047 


BLQ Vallies Included 

0 

0 

0 

3 

15 

18 

Week 3 

N 

17 

28 

45 

28 

34 

62 


MEAN, GEO MEAN 

9.048,4.767 

10.684,7.829 

10.066, 6.491 

0.007, NA 

0.003, NA 

0.005, NA 


SD.SE 

10.5051,2.5479 

9.3656,1.7699 

9.7261,1.4499 

0.0127,0.0024 

0.0070,0.0012 

0.0101, 0.0013 


MEDIAN 

6.526 

7.318 

6.677 

0002 

0000 

0.001 


MIN, MAX 

0.141, 41.198 

1.718, 40.332 

0.141, 41,198 

0.000, 0.050 

0.000,0.034 

0.000,0.050 


5%, 95% 

0.141,41.198 

1.968,30.778 

1.718,30.778 

0.000,0,040 

0.000,0.018 

0.000,0.030 


BLQ Values Included 

0 

0 

0 

8 

23 

31 

Overall" 

N 

18 

32 

50 

30 

35 

65 


MEAN, GEO MEAN 

8.691, 6073 

9.174,6.798 

9.000, 6.118 

0.009, N^k 

a0O4 7 NA 

0.006, NA 


SD.SE 

9.1846,2,1648 

7.2907, 1.2888 

7.9341,1.1220 

0.0147,0.0027 

0.0072.0.0012 

0.0115.0.0014 


MEDIAN 

5.838 

6.767 

6,640 

0.002 

0.001 

0.002 


MIN, MAX 

0.156,38.958 

0.813,30.859 

0.156 38.958 

aooo 0.052 

aooo,ao 36 

0.000,0.052 


5%, 95% 

0.156,38.958 

1.351,26.074 

0.813,26.074 

0.000, 0.049 

0.000,0.021 

0.U00,0.036 


* Overall values calculated by Erst averaging the results across visits within a subject, then calculating tire descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (c.g., '<1.234' will be used as T.234 1 } for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN S MOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMAR KERS OF EXPOSU RE BY TTMEPOINT AND OVERALL 
(Page 27 of 1) 


Biomarket: 3-hvdroxvcotinine elucuronide (nmol/L) 

Time point 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

31 

49 

25 

29 

54 


MEAN, GEO MEAN 

8694.8,4489.1 

.4851.2, 3777.8 

6895.8, 4024.9 

9.6, NA 

2.7, NA 

5.9, NA 


SD.SE 

11055.20, 2605.73 

4628.53,831.31 

7654.61,1093.52 

19.76,3.95 

4.60.0.85 

14.15.1.93 


MEDIAN 

5531.3 

4515.7 

5136.9 

3.6 

1.0 

1.9 


MIN, MAX 

140.0.48117.3 

79.6,16292.2 

79.6,48117.3 

0.0,98.3 

0.0,21.9 

0.0,98.3 


5®, 95® 

140,0,48117.3 

649.9, 14940.4 

649.9, 16292.2 

0.0,26,0 

0.0,9,9 

0.0,21.9 


BLQ Values Included 

0 

0 

0 

7 

16 

23 

Week 2 

N 

18 

31 

49 

27 

33 

60 


MEAN, GEO MEAN 

6920,4,4258.9 

6590.7, 4879.1 

6711.8,4641.4 

15,0, NA 

3.5, NA 

8.7. NA 


SD.SE 

5859.62, 1381.13 

4718.06, 847.39 

5108.69,729.81 

35.65,6.86 

6.91,1.20 

24.88,3.21 


MEDIAN 

5673.I 

5492.3 

5545.9 

1.6 

0.5 

1.6 


MIN, MAX 

140.0,23215.8 

296.1, 18931.1 

140.0,23215.8 

0.0.179.0 

0.0,34.9 

0.0,179.0 


5®, 95% 

140.0, 23215.3 

1061.9, 15749.0 

596.3, 15749.0 

0.0, 62.4 

0.0,15.6 

0.0,36.5 


BLQ Values Included 

0 

0 

0 

3 

15 

18 

Week 3 

N 

17 

28 

45 

28 

34 

62 


MEAN, GEO MEAN 

752B.7,3907.3 

7528.8,5371.4 

7528.7,4762.9 

7.6, NA 

1.9, NA 

4.5, NA 


SD.SE 

8771.50,2127.40 

7767.25, 1467.87 

8062.18, 1201.84 

14.35,2.71 

3.45,0.59 

10.28,1.31 


MEDiAN 

5225.9 

4373.4 

5225.9 

2.1 

0.0 

0.5 


MIN, MAX 

153.5,29731.5 

927.7,40612.0 

153.5, 40612.0 

0.0,68.2 

0.0,14.6 

0.0, 68.2 


5%, 95% 

153.5,29731.5 

1603.6, 16665.7 

927.7, 29168.5 

0.0,27.6 

0.0,9.9 

0.0,24.5 


BLQ Values Included 

0 

0 

0 

8 

23 

31 

Overall* 

N 

IS 

32 

50 

30 

35 

65 


MEAN, GEO MEAN 

7766.0,4760.1 

6416.1, 4776.7 

6902.1,4770.7 

10.7, NA 

2.6, NA 

6.3, NA 


SD,SE 

6698.46,1578.84 

4868.46, 800.63 

5566.90, 787.28 

19.45,3.55 

3.97, 0.67 

14.01,1.74 


MEDIAN 

6527.5 

4925.5 

5704.9 

4.0 

0.9 

1.6 


MIN, MAX 

144.5,25999.9 

434.5, 22446.3 

144.5,25999.9 

0.0, 83.3 

0.0, 17.4 

0.0, 83.3 


5%, 95% 

144.5.25999.9 

855.9, 14963.3 

640.7,19989.6 

0.0,71.1 

0.0,13.2 

0.0.22.2 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of die 
BLQ (e.234' will be used as T.23 43 fortbe averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 28 of?) 


Biumarkei: Total NN AL (pg'24hr) 





Smokers 



Non-Smoker; 


Timepoint 

Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 

MIN, MAX 

5%, 95% 

BLO V alue s Include d 

17 

803983.000,509040.000 
60914S.U000, 147740.0000 
529126.000 

8460,000, 2084332.500 
84(50.000,2084330.000 

1 

32 

890921.000,630564.000 
623306.0000,110186.0000 
801427.000 

34650 000, 2307613.000 
37125.000,2245880.000 

0 

49 

860759.000,585425.000 
613472.0000,87638.9000 
785030.000 

8460.000,2307613.000 
37125.000,2084330.000 

1 

30 

17773.200,11018.600 
32167.7000,5872.9800 
8940,000 

3180.000, 151986.000 
3900.000,41624.000 

24 

36 

11639.900,10687.400 
4679.1900,779.8640 
10950.000 

3420.000, 20100.000 
4800.000, 19500.000 

35 

66 

14427.700,10836.700 
21975.5000,2704.9900 
9870.000 

3180.000, 181986.000 
4680.000,21000.000 

59 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 

MIN, MAX 

59c, 95% 

BLQ Values Included 

17 

780889.000, 484578.000 
625370.0000, 151675.0000 
540730.000 
6288.000,2075948.000 
6288.000,2075950.000 

1 

29 

992757.000, 730892.000 
753693.0000,139957.0000 
928092.000 

56730.000,4046406.000 
97520.000,1962480.000 

0 

46 

914458.000,627899.000 
709365.0000, 104590.0000 
783064.000 

6288.000,4046406.000 
97520.000,1964160.000 

1 

30 

13735.500,11563.300 
10652.4030, 1944.8500 
10740.000 

4500.000,61490.000 
4500.000,28208.000 

26 

36 

14986.400, 13043.200 
10205,6000, 1700.9300 
12240.000 

S940.000,53066.000 
6408.000,50799.000 

33 

66 

14417.800, 12348.400 
10349,1000,1273.8800 
12000.000 

4500.000, 61490.000 
6408.000,28440.000 

59 

Overall" 

N 

MEAN, GEO MEAN 
SD,SE 
MEDIAN 

MIN, MAX 

5%, 95% 

18 

803960.000,518626.000 
602619.0000, 142039.0000 
619904.000 

7374.000,2080140.000 
7374.000,2080140.000 

32 

914026.000,677521.000 
592843.0000, 104801.0000 
855140.000 

46927.500.2468210.000 
66085.000,2135050.000 

50 

874402.000,615372.000 
592616.0000,83808.5000 
839770.000 
7374.000,2468210.000 
66085.000,2080140.000 

30 

15754.400, 11765.800 
17937.4000, 3274.9000 
9780.000 

3840.000,97218.000 
4590.000,51557.000 

36 

13313.100, 12169.200 
6265.6100, 1044.2700 
12060.000 

6400.000,33874.500 
6450.000,30583.000 

66 

14422.800, 11984.200 
12891.4000.1586,8300 
11130.000 

3840.000,97218.COO 
6100.000,30583.000 


Overall values calculated by Erse averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
HLQ (e.g., '<L234'will be used as 'L234 1 ) for the averages across visits within asubjccl thus climinatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

statistical comparison between smokers and non-smokers by gender 

OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 29 of?) 


Biomarkec Total NNAL (pmo1/24Iir) 





Smokers 



Non-Smokers 


Timepouit 

Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

17 

3843.040,2433.210 
2911.7300,705.1980 
2529.220 

40.439,9963.109 

40.439, 9963.110 

1 

32 

4258.600,3014.090 
2979.4000,526.6890 
3830.820 

165,627, 11030.390 
177.458, 10735.300 

0 

49 

4114.430,2798.330 
2932.4000,418.9140 
3752.440 

40.439,11030.390 
177.458,9963.110 

1 

30 

84,956,52.669 
153.7610,28.0729 

42.733 

15.200,869.893 

18641198963 

24 

36 

55.639,51.086 

22.3664,3.7277 

52.341 

16.348,96.078 

22944, 93.210 

35 

66 

68.965,51.799 
105.0430, 12.9299 

47.179 

15.200, 869.893 

21370, 100.380 

59 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

17 

3732.650,2316.290 
2989.2700,725.0040 
2S84.690 

30.057, 9923.031 

30,057.9923.030 

1 

29 

4745.380,3493.660 
3602,6500.668.9960 
4436.280 

271.169, 19341.82! 
466.146,9380.650 

0 

46 

4371.110,3001.360 

3390.7700,499.9410 

3743.050 

30.057, 19341.821 
466.146.9388.690 

1 

30 

65.656, 55.272 
50.9184,9.2964 

51.337 

21.510, 293922 

21.510,134.834 

26 

36 

71.635, 62.347 
48.7827,8.1304 

58.507 

28.393,253.655 

30.630,242819 

33 

66 

68.917, 59.025 
49.4686,6.0892 

57.360 

2L 510.293.922 

31630, 135.943 

59 

Overall' 

N 

MEAN, GEO MEAN 
SD.SE 

median 

MIN, MAX 

5%, 95% 

18 

3842.930,2479.030 
2880.5200, 678.9450 
2963.140 

35.248,9943.070 

35.248,9943.070 

32 

4369.040,3238-550 
2833,7800,500.9470 
4087.S70 

224.314,11798.000 
315,887, 10205.500 

50 

4179.640,2941.480 
2832.7000, 400.6040 
4014.100 

35.248,11798000 

315.887,9943.070 

30 

75.306,56.241 

85.7407, 15.6540 

46.749 

18.355,464.702 
21.940,246.443 

36 

63.637,58.169 

29.9496,49916 

57.647 

30.591161.920 
30.831,146.187 

66 

68.941, 57.285 
61.6210,7.5850 

53.202 

18.355,464.702 

30.591 146.187 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to tls upper limit of the 
BLQ (e.g., '<1.234' will be used as '1.234 1 ) fertile averages across visits within a subject thus clitninatig ail BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMASKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 30 of ?) 


Biomarker. Total NNALCna'inpCiealiniii') ... .. 

Tmiepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

17 

32 

49 

30 

36 

66 


MEAN, GEO MEAN 

632.351,388.963 

794,208,549.931 

738.054,487.673 

11.176,6.201 

10.025,9.154 

10.548,7.669 


SD,SE 

604,3900, L46.5860 

576.5670, 101.9240 

585,2480, 83.6069 

23.9321, 43694 

3.9996,0.6666 

16,2628,2.0018 


MEDIAN 

339.746 

629.249 

625.442 

5.013 

9.547 

9.003 


MIN, MAX 

7.958,2575.145 

18.519,2476.7IS 

7.958, 2575.145 

1.932, 134.956 

2285, 18.634 

1.932,134.956 


5%, 95% 

7.958, 2575.150 

30.892,2010.240 

30.892,2010.240 

2103.25.707 

3.883,17.699 

2.683, 17.699 


BLQ Values Included 

1 

0 

1 

24 

35 

59 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

533.334,349.698 

832.490, 623.362 

721.933,503.456 

7.775,6.330 

13.976, 11.516 

11.157,8.773 


SD,SE 

387.2530,93.9228 

567.0180,105.2930 

524.1050,77.2750 

6.1746,1.1273 

10.4619,1.7437 

9.2533,1.1390 


MEDIAN 

381.623 

634.698 

580.019 

6.049 

10.657 

8.596 


MIN, MAX 

5525, 1261.017 

56.481,2275.640 

5525. 2275.640 

2158. 34.375 

3.259,53.767 

2158,53.767 


5%, 95% 

5.525,1261.020 

65.031,2024.780 

65.031,2004.780 

2.413,15.074 

3.795,41.549 

2.923,30.000 


BLQ Values Included 

1 

0 

1 

26 

33 

59 

Overall’ 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

581.550, 377.045 

80a453, 587.104 

726768,500586 

9.476, 6.637 

12001, 10.673 

10.853, 8.600 


SD, SE 

470-7100,110.9470 

554.2550, 97.9794 

532.2830,75.2762 

12.6956,2.3179 

6.1929,1.0322 

9.7040, 1.1945 


MEDIAN 

389.237 

654.457 

617.106 

5.327 

10.666 

8.560 


MIN, MAX 

6.742,1877.500 

41.775,2250.750 

6.742,2250.750 

2.131,70-371 

3.634,30.459 

2131,70.371 


5%, 95% 

6.742, 1877.500 

43.687,2007.510 

43.687,1877.500 

2.364,30.041 

4.739,27.562 

3.508,27662 


BLQ (e,g, r '<.1,234' will be used as T.234T for tbe averages across visits within a subject thus elimlnatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 31 of 7) 


Biomaikei: Total NNAL iTriol/nui Creatin) 


Tiniennint 


Weak 1 


Week 3 


Overall' 




Smokers 



Non-Smokeis 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

N 

17 

32 

49 

30 

36 

66 

MEAN, GEO MEAN 

3.023, 1.859 

3.796.2,629 

3.528, 2331 

01053, 0.030 

0.048, 0044 

0050, 0037 

SD.SE 

2.8890,0.7007 

2.7560,0.4872 

2.7975.0.3996 

0.1144, 0.0209 

0.0191,0.0032 

0.0777,0.0096 

MEDIAN 

1.624 

3.008 

2.990 

0.024 

0.046 

0.043 

MIN, MAX 

0.038, 12.309 

0.089,11.839 

0.038, 12.309 

0.009, 0.645 

0.011,0.089 

0.009.0.645 

5%, 95% 

0.038,12.309 

0.148,9.609 

0.148,9.609 

0.010.0.123 

0.019,0.085 

0.013,0.085 

BLQ Values Included 

1 

0 

1 

24 

35 

59 

N 

17 

29 

46 

30 

36 

66 

MEAN, GEO MEAN 

2.549, 1.670 

3.979,2,980 

3.451,2.406 

0.037,0.030 

0.067, 0.055 

0.053,0.042 

5D.SE 

1.8512, 0.4490 

27104,0.5033 

25053, 0.3694 

0.0295, 0.0054 

0.0500, 0.0083 

00442,0.0054 

MEDIAN 

1.824 

3.034 

2773 

0.029 

0.051 

0.041 

MIN, MAX 

0.026,6.028 

0,270,10.878 

0.026, 10.878 

0.010,0.164 

0.016,0.257 

0.010,0.257 

5%, 95% 

0.026,6.028 

0.311,9.678 

0.311,9.583 

0.012,0.072 

0.018,0.199 

0.014,0.143 

BLQ Values Included 

1 

0 

1 

26 

33 

59 

N 

18 

32 

50 

30 

36 

66 

MEAN, GEO MEAN 

2.780,1.802 

3.865,2.807 

3.474,2393 

0.046,0.032 

0.058,0.051 

0.052,0.041 

SD.SE 

2.2501, 0.5304 

2.6493,0.4683 

2.5443,0.3598 

0.0608,0.0111 

0.0295,0.0049 

0.0464,0.0057 

MEDIAN 

1.861 

3.129 

2950 

0.026 

0.052 

0.042 

MIN, MAX 

0.032,8.975 

0.200,10.759 

0.032, 10.759 

0.010,0.337 

0.018,0.146 

0.010,0.337 

5%, 95% 

0.032,8.975 

0.209,9.596 

0.209, 8.975 

0.011,0.144 

0.023,0.132 

0.017,0.132 


* Overall values calculated by fust averaging the results across risks within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to tlie upper limit of the 
BLQ (e.g.. '<1.234'will be used as '1.2340 for the averages across visits within a subject thus elitninatig all BLQ values forth? overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS ANO NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 32 of ?) 


Biomnrkcr- Free NNAL fpe/24Iir1 


Smokers 


Non-Smokers 


Female 


Overall 


Ttmepomt 

Week 1 

5>tamtic 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

3%, 95% 

BLQ Values Included 

Mate 

18 

191275.000, 138941.000 

118708.0000,27979.8000 
192779.000 
8460.000,409840.000 
8460.000,409840.000 

1 

32 

281920.000,211579.000 
201341.0000,35592.4000 
2340S9.000 
16500.000, 852353.000 
23940.000, 671265.000 

1 

50 

249288.000,181853.000 
180187.0000,25482,3000 
224364.000 

8460.000, 852355.000 
23940.000,649460.000 

2 

30 

10411.800,9179.580 

5411.7100,988.0390 

8190.000 

3180.000,22800.000 
3900.000,20100.000 

29 

36 

12439.400,11029.500 
6462.2300,1077.0400 
10950.000 

3420.000, 30796.800 
4800.000, 27840.000 
33 

66 

11517.800, 10146.400 
6048.7800, 744.5530 
9240.000 

3180.000,30796.800 
4800.000,22800.000 

62 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

17 

229255.000,150668,000 
184405.0000,44724.9000 
162848.000 

62SS.OOO, 573980.000 
6288.000, 573980.000 

1 

29 

307184.000,256566.000 
164685.0000, 30581.3000 
286356.000 
45936.000,781704.000 
52452.000,535470,000 

0 

46 

278384.000,210748.000 
174392.0000,25712.7000 
241481.000 
6288.000,781704.000 
52440.000,558700.000 

1 

30 

15485.700,12411500 
12690.8000,2317.0200 
11400.000 

4500.000, 57240.000 
4500.000,52910.000 

27 

36 

12918.400, 12046.400 
4911.6600,818.6110 
12240.000 

5640.000,28440.000 
5940.000,20100.000 
35 

66 

14085.400,12211.000 
9300.8400,1144.8500 
12090.000 

4500.000,57240.000 
5940.000,28440.000 

62 

Overall’ 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 05% 

18 

210261.000,149954.000 
140302.0000,33069.3000 
185851.000 

7374.000, 426577.000 
7374.000,426577.000 

32 

287127.000, 234338.000 
166377.0000,29411.6000 
262597.000 
34476.000. 589956.000 
53922.000,588893.000 

50 

259455.000, 199547.000 
160409.0000,22685-3000 
239327.000 

7374.000,589956.000 
47776.000, 584079.000 

30 

12948.800, 11411.300 
7000.2100,1278.0600 
10033.500 

3840.000,32310.000 
5280.000,29095.000 

36 

12678.900,11739.600 
5245.6000. 874.2670 
12060.000 

5910.000,28140.000 

6450.000,24998.400 

66 

12801.600, 11589.200 
6057.8600, 745.6710 
11217.000 

3840.000,32310.000 
6450.000.24998.400 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 33 of?) 


Biomarken Free NNAL(pmol/24hr) _ _____— 

_Smokers__ _ Non-Smoke is 


Timepoint 

Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

MEAN, GEO MEAN 

sd.se 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

18 

914.293,664.139 
567.4250, 133.7430 
921.484 

40.439,1959.035 
40.439, 1959.040 

1 

32 

1347.580, 1011.350 
962.4100, 1701320 
1118.800 

78.870; 4074,257 
114.433,3208.650 

1 

50 

1191.600.869.259 
861.2930,121.8050 

1072.460 

40 439, 4074,257 

114.433,3104.420 

2 

30 

49.768,43.878 

25.8680,4.7228 

39.148 

15.200; 108.984 
18.642,96.078 

29 

36 

59.461,52.721 

30.8894,5.1482 

52.341 

16.348,147.209 

22.944,133.075 

33 

66 

55.055,48.500 
28.9132,3.5590 
44.168 

15.200,147.209 
22.944, 108.984 
62 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

17 

1095.840,720.195 
881.4580,213.7850 
776.413 

30.057,2743.624 

30.057,2743.620 

I 

29 

1468.340, 1226.390 
787.1950,146.1780 
1368.780 

219.574s 3736.545 
250.721,2559.550 

0 

46 

1330.680,1007.380 
833.5930.122.9070 

1154.280 

30.057, 3736.545 

250.663,2670.590 

1 

30 

74.022,59,327 

60.6622,11.0754 

54.492 

21.510,273.607 

21.510,252.910 

27 

36 

61.750,57.582 

23.4777, 3.9130 

53.507 

26.959, 135.943 

28.393,96.078 

35 

66 

67.328,58.369 
44.4580; 5,4724 
57.790 

21.510,273.607 
28.393,135.943 
62 

Overall’ 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

1005.050,716.780 
670.6430,158.0720 
881366 

35.248,2039.0-10 
35.248,2039.040 

32 

1372.470, 1120.140 
795.2830.140.5880 
1255.220 

164.796,2819.990 
257.747,2814.910 

50 

1240.200, 933,832 
766.7570,108.4360 

1143.980 

35.248,2819.990 

228.369,2791.900 

30 

61.895, 5046 
33.4610,6.1091 

47.961 

18.355,154.442 

25.239, 139.074 

36 

60.606,56.115 

25.0740,4.1790 

57.647 

28.250,134.509 

30.831,119.493 

66 

61,192.55.397 
28.9566,3.5643 
53.618 

18.355,154.442 
30.831,119.493 


' Ovetall^alues calculated by first averaging the results across visitswithina subject, then calculating the descriptive stitistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234' will be used as '1,234') for the averages across visits within a subject thus elirainatlg all BLQ values forthe overall statistics. 
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TABLE 14.4-2 


statisticalcomparison between smokers and non-smokers by gender 

OF 241I0UR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 


(Page 34 of?) 


BiomarKer: Free NNAL (paling Cteaiiuin) 


Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week l 

N 

13 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

160.048,105.095 

252415,184.524 

219.163,150.676 

5.942,5.166 

10.668,9.447 

8520, 7.180 


SD,SE 

171.2220, 40.3573 

181.5310, 320904 

181.7280,15.7002 

3.3379,0.6094 

5.3826,0.8971 

5.1180,0.6300 


MEDIAN 

105.373 

208.248 

178.751 

4.491 

9.547 

8.222 


MIN, MAX 

7.958,767.052 

12795,813.359 

7.958, 813.359 

1.932,14.815 

2285, 29.814 

1.932,29.814 


5%, 95% 

7.958, 767.052 

13.730,612755 

13,730,612.755 

2.683,11.788 

3.436,20.782 

2.911,17.143 


BLQ Values Included 

1 

1 

2 

29 

33 

62 

Week 3 

N 

17 

29 

46 

"30 

36 

66 


MEAN, GEO MEAN 

153.041,1U8.730 

270.158,218.820 

226.894,168,981 

8.665,6.794 

12.110,10.636 

10.544, 8.676 


SD, SE 

106.2360,25.7781 

171.0360, 31.7606 

159.6470,23.5386 

6.9510, 1.2691 

6.4161,1.0694 

6,8346,0.8413 


MEDIAN 

109.091 

225.-402 

194555 

6367 

10657 

9.325 


MIN, MAX 

5.525,368.503 

47.240,724.324 

5.525,724.324 

2.158, 30.264 

3.259,30.000 

2.IS8,30,264 


5%, 95% 

5.525,368.503 

52.222,553.597 

47.240,547.012 

2.413, 29578 

3.795,29.412 

2.923,29.412 


BLQ Values Included 

I 

0 

1 

27 

35 

62 

Overall" 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

155.8S4,110.331 

260.848,202.542 

223.061,162.757 

7.304,6.332 

11.389. 10,300 

9.532, 8.256 


SD, SE 

125.4040,29.5580 

177.8690,31.4432 

167.5170,23.6904 

4.0261,0.7351 

5.0339, 0.8390 

5.0078,0.6164 


MEDIAN 

121.636 

207.009 

185.127 

5.790 

10.666 

8.678 


MIN, MAX 

6.742,522399 

32.976,768.842 

6.742,768.842 

1364,17.426 

3.348,23.043 

2.364, 23.043 


5%, 95% 

6.742,522.399 

34.373,612.755 

34.373,535.268 

2.693, 16.420 

4532,21.741 

3.185, 19.673 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., ’<1.234' will be used as '1,234') for the averages across visits within a subject thus clirainatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMP ARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 35 of?) 


Biomai'ker: Free NNAL (pmoVmg Creatin) 





Smokers 



Non-Smokere 


Timepoint 

Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 


Week I 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

0.765,0.502 

1.207,0.882 

1.048,0.720 

0.028,0.025 

0.051, 0.045 

0.041, 0.034 


SD,SE 

0.8185,0.1929 

0.8678,0.1534 

0.8687,0.1229 

0.0160,0.OQ29 

0.0258,0.0043 

0.0245.0.0030 


MEDIAN 

0.504 

0.996 

0.855 

0.022 

0.046 

0.039 


MIN, MAX 

0.038,3.667 

0.061,3.888 

0.038,3,888 

0.009,0.071 

0.011,0.143 

0.009,0.143 


5%, 95% 

0.038, 3.667 

0.066,2,929 

0.066,2929 

0.013,0.056 

0.016,0.099 

0.014,0.082 


BLQ Values Included 

1 

1 

2 

29 

33 

62 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

0.731,0.519 

1291,1.046 

1.085,0.807 

0.041,0.032 

0.058,0.051 

0.050.0.041 


SD.SE 

0.5080,0.1232 

0.8175,0.1518 

0.7631,0.1125 

0.0332 0.0061 

0.0306,0.0051 

0.0326,0.0040 


MEDIAN 

0,521 

1.077 

0.930 

0.031 

0.051 

0.045 


MIN, MAX 

0.026,1.761 

0.226,3.462 

0,026, 3.462 

0.010,0.145 

0.016,0.143 

0.010,0.145 


5%, 95% 

0.026,1.761 

0250, 2.646 

0.226,2615 

0.0120.141 

0.018,0.141 

0.014, 0.141 


BLQ Values Included 

I 

0 

1 

27 

35 

62 

Overall* 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

0.745,0.527 

1.247,0.968 

1.066,0.778 

0.035,0.030 

0.055, 0.049 

0.046, 0.040 


SD.SE 

0.5996,0.1413 

0.8503,0.1503 

0.8008,0.1132 

0.0193, 0.0035 

0.0240,0.0040 

0.0239,0.0029 


MEDIAN 

0.582 

0.990 

0.885 

0.028 

0.052 

0.042 


MIN, MAX 

0.032.2.498 

0.158,3.67S 

0.032 3.675 

0,011,0.084 

0.016,0.110 

0.011,0.110 


5%, 95% 

0.032,2.498 

0.164,2.929 

0.164,2.559 

0.013,0.079 

0.022.0104 

0.015,0.094 


Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g.. '<1.234' will be used as 'L2340 for tile averages across visits within a subject thus eliminatig all BLQ values for the Overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OFBXPOSURE BY TIMEPOINT AND OVERALL 
(Pag; 36 of?) 


Bioniaikeit NNAI^GIucuronideCDmoi/L) 

Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Wed; 1 

N 

17 

32 

49 

29 

33 

62 


MEAN, GEO MEAN 

1950.1, NA 

1856.6,1069.4 

1889.1, NA 

37.9, NA 

0.1, NA 

17.8, NA 


SD.SE 

2050.37, 497.29 

1691.41, 299.00 

1803.06,257.58 

162.11, 30.10 

0.84,0.15 

111.46,14.16 


median 

1543.0 

1631.9 

1564.5 

0.0 

0.0 

0.0 


MIN, MAX 

0.0, 7358.3 

24,4, 74625 

0.0, 7462-5 

0.0, 8590 

0.0, 48 

ftO, 859.0 


5%, 95% 

0.0, 7358.3 

35.9,5458.8 

35.9,5782.8 

0.0,197.4 

0.0,0,0 

0.0,13.4 


BLQ Values Included 

1 

1 

2 

29 

33 

62 

Week 3 

N 

17 

29 

46 

28 

36 

64 


MEAN, GEO MEAN 

1457.1, NA 

2115.3,11529 

1872.0, NA 

2.0, NA 

5.1, NA 

3.7, NA 


SD, SE 

1136.78,275.71 

2223.97,412,98 

1907,93,281.31 

652,1.23 

19.24,3.21 

15.05, 1.88 


MEDIAN 

1234.2 

1443.6 

1352.5 

0.0 

0.0 

0.0 


MIN, MAX 

0.0,4514.7 

11.0,9536.6 

0.0,95366 

0.0,31,5 

0.0,99.9 

0.0, 99.9 


5%, 93 % 

0.0,4514.7 

35.4,7004.1 

35.4,5911.9 

0.0,12.4 

0.0,55.9 

0.0,28.2 


BLQ Values Included 

1 

0 

1 

27 

35 

62 

Overall" 

N 

IS 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

1744.6, NA 

1924.2,1135.3 

1859-5, NA 

19.2, NA 

2.6, NA 

10.2, NA 


SD, SE 

1455.58,343.08 

173055.305.92 

1623.98,229.67 

80.23,1465 

9.62, 1.60 

54.69,6.73 


MEDIAN 

1277.7 

1626.1 

1521.7 

0.0 

0.0 

0.0 


MM, MAX 

0.0,4879.9 

23.5,5778.3 

0.0,5778.3 

0.0, 429.5 

0.0,50.0 

0.0,429.5 


5%, 95% 

0.0,4879.9 

29.9,5681.3 

29.9,5668.4 

0.0,114.5 

0.0, 28.0 

0.0, 28.0 


* Overall values calculated by Erei averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values docs not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234' will be used as 'I.234 1 ) for the averages across visits within a subjeetthus eliminatig all BLQ values fortbe overall statistics. 
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TABLE 14.4-2 

STATISTICAL comparison between smokers and non-smokers by gender 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 37 of?) 


Biomaiker. NNAL-Glucuruiiide (pmoI/24lir) 

Timepoint 



Smokers 



Nuu-Siiiukeis 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

17 

32 

49 

29 

33 

62 


MEAN, GEO MEAN 

2904.960, NA 

2911.040, 1872.340 

2908.930, NA 

38.243, NA 

0,143, NA 

17.964, NA 


SD,SE 

2489.6700,603.8330 

2191.8600,387.4700 

2273.5200,324.7890 

158.0830,29.3553 

0.8189,0.1425 

108.8050, 13.8183 


MEDIAN 

1833.190 

2516.880 

2416.280 

0.000 

0,000 

0.000 


MIN, MAX 

0.000,8646.003 

51.240,8788.668 

0.000,8783.668 

0.000, 841.820 

0.000, 4.704 

0.000, 841.820 


5%, 95% 

0.000, 8646.000 

98.725,7630.840 

98.725,7630.840 

0.000,173,712 

0000,0.000 

0.000,21,417 


BLQ Values Included 

l 

1 

2 

29 

33 

62 

Week 3 

N 

17 

29 

46 

28 

36 

64 


MEAN, GEO MEAN 

2636.820, NA 

3277.050,1978540 

3040.440, NA 

3.352, NA 

9.883, NA 

7.025, NA 


SD,$E 

21405700,319.1640 

32050800,595 J680 

28493100,420.1080 

10.3068,1.9478 

38.3329,6.3888 

29.5386,3,6923 


MEDIAN 

1703.200 

2646.910 

2468520 

0.000 

0.000 

0,000 


MIN, MAX 

0.000,7252530 

20.460,17356.612 

0.000,17356.612 

0.000, 40.950 

0.000,168.831 

0.000,168.831 


5%, 95% 

0.000,7252.530 

65.136,6821.100 

65.136,6821.100 

0.000,36.120 

0.000, 160.433 

0.000, 36.120 


BLQ Values Included 

i 

0 

1 

27 

35 

62 

Overall" 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

2839.650, NA 

2996590,1953.510 

2940.090, NA 

20.049, NA 

5.007, NA 

11.844, NA 


SD.SE 

2316.2800,545.9520 

2267.1100, 400.7720 

2262.4900,319.9650 

78.3074,14.2969 

19.1532,3.1922 

54.6839,6.7311 


MEDIAN 

2120.440 

2644.190 

2635.940 

0.000 

0.000 

0.000 


MIN, MAX 

0.000, 7949.270 

58.188.10073.400 

0.000.10073.400 

0.000, 420.910 

0.000,84,416 

0.000, 420.910 


5%, 95% 

0.000, 7949270 

59.593,7804.880 

59.593,7804.880 

0.000,107.331 

0.000,80,217 

0.000, 80.217 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the' 
BLQ (e.g., NJ.234* will be used as '1.2341 for die averages across visits wiiltin a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 38 of?) 


iSiomarket: NNAL-GlucuronidetornoVmKCreadn)-.------- 




Smokers 



Non-Smokeis 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

17 

32 

49 

29 

33 

62 


mean, geo mean 

2.232, NA 

2.590,1.632 

2.466, NA 

0.027, NA 

0.000, NA 

0.013, NA 


SD.SE 

2.1168,0.5134 

2.0000,0.3535 

2.0265, 0.2895 

0.1166, 0.0217 

0.0005,0,0001 

0.0801,0.0102 


MEDIAN 

1.190 

2.237 

2.190 

0.000 

0.000 

0.000 


MIN, MAX 

0.000, 8.043 

0.027,7,951 

0.000, 8.643 

0.000,0.624 

0.000,0.003 

0.000,0.624 


5%, 95% 

0.000, S.643 

04)82,7.656 

Q.082,7.656 

0.000, 0.107 

0.000.0.000 

0.000,0.009 


BlaQ Values Included 

1 

1 

2 

29 

33 

62 

Week 3 

N 

17 

29 

46 

28 

36 

64 


MEAN, GEO MEAN 

1.818, N A 

2.688,1.686 

2.366, NA 

0.002, NA 

0.009, NA 

0,006, NA 


SD,SE 

1.3733,0.3331 

2.1935,0.4073 

1.9608,0.2891 

0.0056,0.0011 

0.0354,0.0059 

0.0269, 0.0034 


MEDIAN 

1.355 

1.939 

1.823 

0.000 

0.000 

0.000 


MIN, MAX 

<3.000, 4.312 

0.020,9.761 

0.000,9.761 

0.000,0.023 

0.000,0.171 

0000,0.171 


5%, 95% 

0.000.4.312 

0.043,6.968 

0.043,6.216 

0.000,0.019 

0.000,0.131 

0.000, 0019 


BLQ Values Included 

1 

0 

1 

27 

35 

62 

Overall* 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

2.037, NA 

2.618,1.692 

2.409, NA 

0.014, NA 

0.005, NA 

0.009, NA 


SD,SE 

1.6980,0.4002 

15)471,0.3442 

1.8649,0,2637 

0.0576,0.0105 

0.0178,0.0030 

0.0409, 0.0050 


MEDIAN 

1.169 

2.014 

1.986 

0.000 

0.000 

0.000 


MIN, MAX 

0.000,6.478 

0.035,7.312 

0.000,7.312 

0.000,0.312 

0.000,0.086 

0.000,0.312 


5%, 95% 

0.000, 6.478 

0,051,7.084 

0.051,6.478 

0.000,0.065 

0.000,0.066 

0.000,0.065 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values dues not apply as die BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234* will be used as *1.234*) for the averages across visits within a subject thus diminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 39 of?) 


Bioroarken Total Nicotine (nmol/24hr) 


Smokers 


Non-Smokeis 


Male 


Female 


Overall 


t unepomt 

Week 1 

stanstic 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5®, 95% 

BLQ Values Included 

3 

18044.400, 14878.500 
10825,2000,6249,9100 
23200.400 

5605.104,25327.788 
5605.100, 25327.800 

0 

3 

8635.730,8049,120 
4082.2800,2356.9000 
7159.230 

5497.128,13250.825 
5497.130,13250.800 

0 

6 

13340.100,10943.400 
8949.6800,3653.6900 
10205.000 

5497.128,25327.788 

5497.130,25327.800 

0 

1 

38.100,38.100 

NA, NA 

38.100 

38.100,38.100 

NA, NA 

1 

2 

27.991,24.918 

18.0326, 12.7510 

27.991 

15.240, 40.742 

15.240, 40.742 

2 

3 

31.361,28.707 
14.0233,8.0963 

38.100 

15.240, 40.742 
15.240,40.742 

3 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

3 

13631.100, 12261.200 
6848.8600,3954.1900 
14725.700 

6300.791,19866.660 
6300.790,19866.700 

0 

3 

11106.900,10275.600 
5507.4000,3179.7000 
9159.570 

6837.732, 17323.410 
6837.730,17323.400 

0 

6 

12369.000,11224.600 
5727.7200.2338.3300 
11942.600 

6300.791, 19866660 
6300.790, 19866.700 

0 

2 

35.878,35.865 
1.3470,0.9525 

35.B78 

34.925.36.830 

34.925.36.830 

2 

3 

43.690,43.268 
7.4446,4.2981 

43.180 

36.513,51.376 

36.513,51.376 

2 

5 

40.565,40.139 

6.8172,3.0487 

36.830 

34.925.51.376 

34.925.51.376 

4 

Week 3 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

2 

8440.240,6209.580 
80B4.4000,5716.5300 
8440.240 

2723.706,14156,770 
2723.710, 14156.800 

0 

3 

10011.500,9589.060 
3639.1700, 2101.0800 
9143.680 

6884.745,14006.175 
6884.750,14006.200 

0 

5 

9383.020, 8059.170 
4868.4500,2177.2400 
9143.680 

2723.706, 14156.770 
2723.710,14156.800 

0 

4 

30.715,30.052 

7.2646,3.6323 

31.522 

22.860,36.957 

22.860,36.957 

4 

3 

26.839, 24.948 
12.5835,7.2651 

23.876 

16.002, 40.640 

16.002, 40.640 

3 

7 

29.054,27.748 
9.1357,3.4530 

26,213 

16.002,40.640 

16.002,40.640 

7 

Overall’ 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

3 

14541.100, 12230,500 
8379.8200,4838.0900 
1S963.100 

4876.530. 19783.700 

4876.530, 19783.700 

3 

9918.040,9370.860 
4289.5900,2476.6000 
7734,520 

7159.510.14860.100 

7159.510.14560.100 

6 

12229.600,10705.600 
6469.9B00,2641.3600 
11297.300 

4876.530,19783.700 
4876.530,19783.700 

4 

30.641,29.992 

7.1809, 3.5904 

31.437 

22.860,36.830 

22.860,36.830 

3 

33.455, 33.106 

5.8798.3.3947 

33.528 

27.539,39.298 

27.539,39.298 

7 

31.847. 31.289 

6.2904,2.3775 

33.528 

22.860,39.298 

22860, 39.298 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TfMEPOJNT AND OVERALL 
(Page 40 of?) 






Smokers 



Non-Sraokeis 




Male 

Female 

Overall 

Male 

Female 

Overall 

Week I 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 9S% 

BLQ Values Included 

3 

2926.810,2413.290 
1755.8400,1013.7400 
3763.110 

909.148,4108.167 

909.148,4108.170 

0 

3 

1400.720,1305.570 
662.1460,382.2900 
1161.230 

891.634,2149.284 

891.634,2149.280 

0 

6 

2163.760,1775.030 
1451.6400,592,6290 
1655.260 

891.634, 4108.167 

891.634, 4108.170 

0 

1 

6,180,6.180 

NA, NA 

6.180 

6.180,6.180 

NA, NA 

1 

2 

4.540, 4.042 

2.9246,2.0680 

4.540 

2.472,6.608 

2.472,6.608 

2 

3 

5.087, 4.656 

2.2745, 1.3132 

6.180 

2.472,6.608 

2.472,6.608 

3 

Week 2 

N 

MEAN. GEO MEAN 
SD,SE 

MEDIAN 

MIN. MAX 

5%, 95% 

BLQ V alues Included 

3 

2210.960,19S8.760 
1110.8900,641.3700 
2388.510 

1021.988.3222.372 
1021.990,3222.370 

0 

3 

1801540, 1666.700 
893.3000,515.7470 
1485.680 

1109.080,2809.857 
1109.080,2809.860 

0 

6 

2006.250,1820.620 
929.0360,379.2770 

1937.100 

1021.988,3222.372 
1021.990,3222.370 

0 

2 

5.820,5.817 
0.2185.0.1545 

5.820 

5.665,5.974 

5.665,5.974 

2 

3 

7.086,7.018 

1.2076, 0.6972 

7.004 

5.922,8.333 

5.922, 8.333 

2 

5 

6.580,6.5 i i 

1.1057, 0.4945 

5.974 

5.665, 8.333 

5.665, 8.333 

4 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

2 

1369.010, 1007.190 
1311.2900,927.2220 
1369,010 

441.785,2296.228 
441.785,2296.230 

0 

3 

1623.870,1555.350 
590.2740,340.7950 
1483.110 

1116.706,2271,802 

1116.710,2271.800 

0 

5 

1521.930,1307.200 
789.6630,353.1480 

1483.110 

441.785,2296.228 

441.785,2296.230 

0 

4 

4.982,4.874 
1.1782,0.5891 

5.113 

3.708,5.994 

3.708,5.994 

4 

3 

4.354,4.047 
2.0409,1.1783 

3.873 

2.596,6,592 

2.596,6,592 

3 

7 

4713,4,501 

1.4816,0.5600 

4.252 

2.596, 6.592 

2596, 6.592 

7 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

2358.570, 1983.780 
1359,2100,784.7380 
3075.810 

790.974.3208.920 

790.974.3208.920 

3 

1608.710,1519.950 
695.7730,401.7050 
1254.540 

1161.270.2410.310 

1161270.2410.310 

6 

1983.640, 1736.450 
1049.4300, 428.4280 
1832.430 

790.974, 3208.920 

790.974,3208,920 

4 

4.970,4.865 
1.1646,0.5823 

5.099 

3.708, 5.974 

3.708, 5,974 

3 

5.427,5.370 

0.9536,0.5505 

5.439 

4.467, 6.374 

4.467, 6.374 

7 

5.166,5.075 

1.0202, 0.3856 

5.439 

3.708,6.374 

3.708, 6.374 


' Overall values calculated by first averaging the results across visits witliin a subject, then calculating the descriptive statistics across subjects.^ Count of BLQ values does not apply as the BLQ values were converted to the upper limit of tile 
BLQ (e.g., ’<1.234' will lie used as'1.234) for the averages across visits within a subject thus eliminslig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TTMEPOINT AND OVERALL 
(Page 41 of?) 


Biomarken Free Nicotine (nmol/24hr) _ . _ _ — - 

Smokers_Non-Smokers 



Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

2 

i 

3 


MEAN, GEO MEAN 

14331.700,12198.500 

4905,960,4586.580 

9618.830,7479.920 

8.568,8.411 

4.080,4.080 

7.072,6.609 


SD.SE 

8085.8500,4668.3700 

2292.4100,1323.5200 

7409.9900, 3025.1100 

2.3080,1.6320 

NA.NA 

3.0623, 1.7680 


MEDIAN 

18042.800 

3934.140 

6290.340 

8568 

4.080 

6-936 


MIN, MAX 

5056.480,19895.897 

3259,536,7524.195 

3259536,19895.897 

6.936,10.200 

4.080,4.080 

4.080,10.200 


5%, 95% 

5056.480,19895.900 

32595 40,7524.200 

3259540, 19895.900 

6.936,10.200 

NA, NA 

4,080, 10.200 


BLQ Values Included 

0 

0 

0 

2 

1 

3 

Week 2 

N 

MEAN, GEO MEAN 
SD.SB 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

3 

9324.810,8030.610 
5185.5600,2993.8900 
11101.500 

3484.431, 13388.466 
3484.430, 13388.500 

0 

3 

7091.660,6235.020 
4448.8200,2568.5300 
5608.210 

3574.098,12092,675 
3574,100,12092.700 

0 

6 

8208,240,7076.090 
4490.9800,1833.4400 
8354,880 

3484.431,13388.466 
3484.430,13388.500 

0 


2 

7548, 6.393 
5.6738,4,0120 
7.548 

3.536, 11.560 
3.536, 11.560 

2 

2 

7548,6.393 
5.6738,4,0120 

7548 

3536, 11560 

3.536,11.560 

2 

Week 3 

N 

2 

3 

5 

2 

2 

4 

MEAN, GEO MEAN 

5166.300,4177.410 

6564.500,6173.720 

6005.220,5280.690 

6569, 6.554 

7.582,6.827 

7.076, 6.689 


SD,SE 

4298.8100,3039.7200 

2592.1300,1496.5700 

2926.7700.1308.8900 

0.6350,0.4490 

4.6641, 3.2980 

2.7799, 1.3899 


MEDIAN 

5166.300 

7103310 

7103,310 

6.569 

7.582 

6.569 


MIN, MAX 

2126.580,8206.010 

3745.315,8844.885 

2126.580,8844.885 

6.120.7.018 

4.284, 10.880 

4.284, 10.880 


5%, 95% 

2126.580, 8206.010 

374S.320.8844.890 

2126.580,8844.890 

6.120,7.018 

4.284, 10.880 

4.284, 10.880 


BLQ Values Included 

0 

0 

0 

2 

2 

4 

Overall" 

N 

3 

3 

6 

3 

3 

6 

MEAN, GEO MEAN 

10755.600,8996.480 

6187.370,5801.020 

8471.510,7224.180 

7.915,7.760 

8.802,7.931 

8.359,7.845 


SD,SE 

6339.1500,3659.9100 

2859.8300,1651.1200 

5060.2400,2065.8400 

1.9937, 1.1511 

4.2013, 2.4256 

2.9810,1.2170 


MEDIAN 

13212.400 

4645.650 

7066.450 

7.018 

10.880 

8.609 


MTN. MAX 

3555.830.15493.700 

4429.220,9487.250 

3555.830, 15498.700 

6.528, 10.200 

3.967, 11.560 

3.967,11560 


5%. 95% 

3555.830,15498.700 

4429.220,9487.250 

3555.830, 15498.700 

6.528, 10.200 

3.967,11560 

3.967,11560 


* Overall values calculated by first averaging the results across visits within a subject, then calculating tits descriptive statistics across subjects. Count of BLQ values does not apply as tire BLQ values were converted to the upper limit of ll>= 
BLQ (e.g., ’<1.234' will be used as '1.234') for the averages across visits within a subject rims eliuiiuatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEP01NT AND OVERALL 
(Page 42 of?) 


Biomarket; Free Nicotipe (ug/24ht) ______——_-_ 

. ’ Smokers__ Non-Smokers 


Timepoint_ Stalscic _ Male _ Female _ Overall _ Male _ Female _ Overall 


Week 1 

N 

3 

3 

6 

2 

1 

3 


MEAN, GEO MEAN 

2324.600, 1978.590 

795.746,743.943 

1560.170, 1213.240 

1.390,1.364 

0.662,0.662 

1.147,1.072 


SD,SE 

1311.5200,757.2090 

371.8290, 214.6750 

1201.9000,490.6730 

0,3741,0.2645 

NA.NA 

0.4964 0.2866 


MEDIAN 

2926.540 

638.118 

1020.290 

1.390 

0.662 

1.125 


MIN, MAX 

820.161,3227.114 

528.697,1220.424 

528.697,3227.114 

1.125.1.654 

0.602,0.G62 

0.662, 1.654 


5%, 93% 

820.161,3227.110 

528.697, 1220.420 

528.697,3227.110 

1,125,1.654 

NA.NA 

0.662,1.654 


DLQ Values Included 

0 

0 

0 

2 

l 

3 

Week 2 

N 

MEAN, GEO MEAN 

SD, SB 

MEDIAN 

MIN, MAX 

5%. 95% 

BLQ Values Included 

3 

1512.490, 1302.570 
841.0980, 485.6080 
1800.670 

565.175,2171.609 
565.175, 217 L610 

0 

3 

1150,270, 1011.320 
7215990, 416.6L5Q 
909.652 

579.719,1961.432 
579.719, 196L430 

0 

6 

1331.380,1147.740 
728.4370,297.3830 
1355.160 

565.175.2171.609 

565.175.2171.610 

0 


2 

1.225,1.037 
0,9199,0.6505 

1.225 

0.574,1.875 

0.574, L875 

2 

2 

1.225,1.037 
0.9199,0.6505 

1.225 

0.574,1.875 

0.574, 1.875 

2 

Week 3 

N 

2 

3 

5 

2 

2 

4 


MEAN, GEO MEAN 

837.973,677.575 

1064.760. 1001.380 

974.047. 856.528 

1.066,1.063 

1.230,1.108 

1.148,1,085 


SD.SE 

697.2670, 493.0420 

420,4430,242.7430 

474.7230,212.3020 

0.1025,0.0725 

0.7566, 0.5350 

0.4509,0.2255 


MEDIAN 

837.973 

1152.160 

1152.160 

1.066 

1.230 

L066 


MIN, MAX 

344.931,1331.015 

607.490,1434.640 

344.931, 1434.640 

0,993.1.138 

0.695, 1.765 

0.695,1.765 


5%, 95% 

344.931, 1331.020 

607.490,1434.640 

344.931,1434.640 

0.993,1.138 

0.695,1.765 

0.695,1.765 


BLQ Values Included 

0 

0 

0 

2 

2 

4 

Overall' 

N 

3 

3 

6 

3 

3 

6 


MEAN, GEO MEAN 

1744.570, 1459.230 

1003.590,940.926 

1374.080, 1171.760 

1.284,1.259 

1.428, 1.287 

1.356. 1.273 


SD, SE 

1028.2100,593.6370 

463.8620,267.8110 

820.7720,335.0790 

03231,0.1866 

0.6812,0,3933 

0.4833,0.1973 


MEDIAN 

2143.050 

753.524 

1146.180 

1.138 

1.765 

1.396 


MIN. MAX 

576.756.2513.890 

718.420, 1538.830 

576.756,2513.890 

1.059.1.654 

0644 1.875 

0.644, 1.875 


5%. 95% 

576.756,2513.890 

718.420,1538.830 

576.756,2513.890 

L0S9,1.654 

0.644,1.875 

0,644,1.875 


* Overall values calculated by first averaging Uk results across visits within a subject, then calculating the descriptive statistics across subjects. Count d! BLQ values does not apply as the BLQ values were converted to tbs upper limit of the 
BLQ (e.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINB BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 43 of?) 


Binmarker. Total Cotinina (nmo1/24hr) 


Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

4 

2 

6 


MEAN, GEO MEAN 

20519.900, 14594.600 

22557.700,21545.600 

21538.SOO, 17732.700 

21.588,20.493 

24.244,2L5S2 

21473, 20.850 


SD.SE 

15520.1000, 8960,5200 

8433.2900,4868,9600 

11226.9000,4583.3600 

8.3176,4.1588 

15.6186,11.0440 

9.6010, 3.9196 


MEDIAN 

23030.200 

20668,900 

21849.600 

19.360 

24.244 

19.360 


MIN, MAX 

3897.624, 34631.742 

15229.032.31775.275 

3897.624.34631.742 

14.630.33.000 

13.200,35.288 

13.200. 35.288 


5%, 95% 

3897.620, 34631,700 

15229.000,31775.300 

3897.620,34631.700 

14.630,33.000 

13.200,35.288 

13.200,35.288 


BLQ Values Included 

0 

0 

0 

4 

2 

6 

Week 2 

N 

3 

3 

6 

4 

3 

7 


MEAN, GEO MEAN 

19603.500, 16623.700 

24282.000,23633.000 

21942.800, 19820.900 

24.778, 23.960 

26.822, 23.829 

25.654,23.904 


SD r SE 

11343.8000, 6549.3200 

6492.9000,3748.6800 

8654.6000, 3533.2300 

7.3029,3.6S14 

13.6303,7.8694 

9.4756, 3.5815 


MEDIAN 

23209.000 

26974.000 

25091.300 

24.365 

31.625 

30.250 


MIN, MAX 

6S95.I95,28706.310 

16876.134,28995575 

6895.195,28995.975 

18.480,31.900 

11.440,37.400 

11.440,37.400 


5%, 95% 

6895.200,28706.300 

16876.100,28996,000 

6895.200,28996.000 

18.480,31.900 

11.440, 37.400 

11.440, 37.400 


BLQ Values Included 

0 

0 

0 

4 

3 

7 

Week 3 

N 

2 

3 

5 

4 

3 

7 


MEAN, GEO MEAN 

16931.500,8752.580 

19312.100,18375.600 

18359.900,13658.400 

26.604,26.029 

16.903, 16.673 

22.446,21.506 


SD, SE 

20497.3000,14493.8000 

6996,5000, 4039.4300 

114547000, 5122.7000 

6.2922, 3.1461 

3.4686.2.0026 

7.1197,2.6910 


MEDIAN 

16931.500 

20410,500 

20410,500 

27.302 

16.170 

20.680 


MIN, MAX 

2437.770,31425.320 

11831.363,25694.435 

2437.770,31425.320 

19.800, 32.010 

13.860,20.680 

13.860,32.010 


59b, 95% 

2437.770,31425.300 

11831.400,25694.400 

2437.770,31425.300 

19.800,32.010 

13.860,20.680 

13.860,31010 


BLQ Values Included 

0 

0 

0 

4 

3 

7 

Overall* 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

19705.900, 14767.900 

22050.600,21235.000 

20878.300, 17708.700 

24.323,23.769 

21875,21.190 

23.599, 22.442 


SD, SE 

13906.7000, 8029,0200 

7109.4200,4104.6300 

9961.1900,4066.6400 

6.0605,3.0302 

9.9295,4.9647 

7.6547,2,7064 


MEDIAN 

23119.600 

22684.500 

22902.100 

23.467 

2160S 

23.467 


MIN, MAX 

4410.200, 31587.800 

14645.500,28821.900 

4410.200, 31587,800 

18.605,31.753 

12.833,33.457 

11833,33.457 


5%, 959b 

4410.200, 31587.800 

14645,500,28821.900 

4410.200,31587,800 

18.605,31.753 

11833,33.457 

11833,33.457 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of die 
BLQ (e.g.. '<1.234'will be used as 'I.234 1 ) for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OFEXPOSURE BY TIMEPOINT AND OVERALL 
(Page 44 of?) 


Biomarker Total Cotinlne (ugf24hr) 


Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

4 

2 

6 


MEAN, GEO MEAN 

3615.600,2571.560 

3974.670,3796.340 

3795.140,3124600 

3.804,3.611 

4.272,3.803 

3.960,3.674 


SD, SE 

2734.6400, 1578.8400 

1485.9500, 857.9110 

1978.1800, 807.5880 

1,4656,0.7328 

2.7521, 1.9460 

1.6917, 0.6906 


MEDIAN 

4057.930 

3641.860 

3849.890 

3.412 

4.272 

3.412 


MIN, MAX 

086.761,6102.113 

2683.355,5598.803 

686.761,6102.113 

2.573,5.815 

2.326, 6.218 

2.326, 6.218 


5%, 95% 

686.761, 6102.110 

2683.360,5598.800 

686.761.6102.110 

2.578,5.815 

2.326,6.218 

2.326, 6.218 


BLQ Values Included 

0 

0 

0 

4 

2 

6 

Week 2 

N 

3 

3 

6 

4 

3 

7 


MEAN, geo mean 

3454.140,2929.090 

4278.500,4164.130 

3866320, 3492.440 

4.366, 4.222 

4,726, 4.199 

4,520,4.212 


SD, SE 

1998.7700,1153.9900 

1144.0500, 660.5170 

1524.9400,6226540 

1.2869,0.6435 

2.4015,1.3865 

1.6696,0.6310 


MEDIAN 

4Q89.420 

4752.820 

4421.120 

4293 

5.572 

5330 


MIN, MAX 

1214.933,5058.052 

2973 675,5109.091 

1214.933,5109.091 

3.256.5.621 

2.016.6.590 

2.016,6.590 


5%. 95% 

1214.930,5058,050 

2973.580,5109.090 

1214.930,5109.090 

3.256,5.621 

2,016,6.590 

2.016,6590 


BLQ Values Included 

0 

0 

0 

4 

3 

7 

Week 3 

N 

2 

3 

5 

4 

3 

7 


MEAN, GEO MEAN 

2983.340, 1542.200 

3402.790,3237.790 

3235.010,2406,610 

4.688,4.586 

2.978,2.938 

3.955, 3.789 


SD, SE 

3611.6200,2553.8000 

1232.7800,711.7480 

2018.3200,902.6200 

1.1087,05544 

0.6113,0.3530 

1,2545,0,4742 


MF-DTAN 

2983.340 

3596.320 

3596.320 

4.811 

2.849 

3.644 


MIN. MAX 

429.535,5537.141 

2084.686,4527.359 

429.535,5537.141 

3.489,5.640 

2.442,3.644 

1441 5.640 


5%, 95% 

429.535,5537.140 

2084.690,4527.360 

429.535,5537.140 

3.489,5.640 

2.442,3.644 

14415.640 


BLQ Values Included 

0 

0 

0 

4 

3 

7 

Overall’ 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

3472.180,2602.110 

3885.320,3741.600 

3678.750,3120.270 

4.286,4.188 

4.031,3.734 

4.158, 3.954 


SD, SE 

2450.3600,1414.7100 

1252,6800,723.2350 

1755.1600,716.5410 

1,0681,0.5341 

1.7497,0.8748 

1.3489,0,4769 


MEDIAN 

4073.680 

3997.000 

4035.340 

4.135 

3.983 

4.135 


MIN, MAX 

777.076,5565.770 

2580.540,5078.420 

777.076,5565.770 

3.278,5.595 

1261,5.895 

1261,5.895 


5%, 95% 

777.076,5565.770 

2580.540, 5078.420 

777.076,5565.770 

3.278,5.595 

1261,5.895 

2.261,5.895 


* Overall values calculated by Brat averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ(e.g., , <1.234 , willbe used as '1.234> for the averages across visits within a subject thus eliminatig all BLQ values for the ove rail statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMAKKKKS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 45 of 7) 






Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

4 

3 

7 


MEAN, GEO MEAN 

7447.930,6580.250 

8784.550, 8271.040 

8116.240,7377.370 

12.002,9.306 

6.909, 6.393 

9.819,7.923 


SD.SE 

3854.3400,2225.3100 

3413.1500,1970.5800 

3337.3900,1362.4800 

10.7081,5.3540 

3.1153, 1.7986 

8.2449,3.1163 


MEDIAN 

8796.400 

9681.650 

9239,020 

7.812 

7.062 

7.062 


MIN, MAX 

3100.528,10446.873 

5012.448,11659.550 

3100.528.11659.550 

4.588,27.797 

3.720,9.945 

3.720,27.797 


5%, 95% 

3100.530,10446.900 

5012.450.11659.600 

3100.530, 11659.600 

4.588,27.797 

3.720,9.945 

3.720,27.797 


BLQ Values Included 

0 

0 

0 

3 

3 

6 

Week 2 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

6966.870,6705,080 

10347.600,9953.410 

8657.220,8169.360 

6.983,6.752 

7.374, 6.742 

7.179.6.747 


SD, SE 

2243.0800, 1295.0400 

3472.8300,2005,0400 

3200.9800,1308.0200 

2.0581,1.0290 

3.1581,1.5791 

2.4766.0.8756 


MEDIAN 

7302.800 

10102.000 

8162.920 

6.867 

7.867 

7.673 


MIN, MAX 

4574.775,9023,046 

7004.052,13936.670 

4574.775, 13936.670 

5.208,8.990 

3.224,10.540 

3.224, 10.540 


5%, 95% 

4574,780,9023.050 

7004.050,13936.700 

4574.7S0, 13936.700 

52208, 8.990 

3.224, 10540 

3.224, 10.540 


BLQ Values Included 

0 

0 

0 

4 

4 

8 

Week 3 

N 

2 

3 

5 

3 

4 

7 


MEAN, GEO MEAN 

7079.080,5030.830 

7500.510,7079.280 

7331.940,6175.170 

6.989,6.847 

6053,5.664 

6.454,6.143 


sn, sf. 

7043.3200,4980.3S00 

2979.9000.1720.4500 

4110.3900, 1838.2200 

1.7802, 1.0278 

2.6989, 1.3494 

2.2246,0.8408 


MEDIAN 

7079.080 

7564.870 

7564.870 

6.398 

5.193 

5.828 


MIN, MAX 

2098.704,12059.465 

4488.944, 10447.710 

2098.704, 12059.465 

5.5SO, 8.990 

3.906,9.920 

3.906,9.920 


5%, 95% 

2098.700,12059.500 

4488.940, 10447.700 

2098.700,12059.500 

5.5SO, 8.990 

3.906,9.920 

3.906,9.920 


BLQ Values Included 

0 

0 

0 

3 

4 

7 


N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

7272.470,6507.890 

8877.540,8499.390 

8075.000,7437.280 

8.819,8.419 

6.885,6.463 

7.852,7.377 


SD.S5 

3687.8300,2129.1700 

2928.4600,1690.7500 

3105.3600,1267.7600 

3.1629, 1.5814 

2.5979,1.2989 

2.8719,1.0154 


MEDIAN 

8049.600 

10394.400 

9222.000 

8.218 

7.165 

7.854 


MIN, MAX 

3258.000,10S09.800 

5501.810,10736.400 

3258.000, 10736.400 

5.704, 13.134 

3.617,9.593 

3.617,13.134 


5%, 95% 

3258.000,10309.800 

5501.810, 10736.400 

3258.000,10736.400 

5.704, 13.134 

3.617,9.593 

3.617,13.134 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (eg, ’cl .234' will be used as '1.2349 for the averages across visits within a subject thus eliiuinatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 46 of?) 


BiomaiLen Free Cotinine (uc ; 24I:]) 


Timepoint 

- 


Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

4 

3 

7 


MEAN, GEO MEAN 

1312.330, 1159.440 

1547.840, 1457360 

1430.080,1299.890 

2.115, 1.640 

1.217,1.126 

1.730, 1.396 


SD.SE 

679.1350,392.0990 

601.3970,347,2170 

588.0490,240,0700 

1.8870,0.9435 

0.5490, 0.3170 

1.4529,0.5492 


MEDIAN 

1549.930 

1705.910 

1627.920 

1.377 

1.244 

1.244 


MIN, MAX 

546.313, 1640.739 

883.193,2054.413 

546.313,2054.413 

0.808, 4.898 

0.655, 1.752 

0.655, 4898 


5%, 95% 

546.313, 1S40.740 

883.193,2054.410 

546.313, 2054.410 

0.808, 4.898 

0.655,1.752 

0.655.4.898 


BLQ Values Included 

0 

0 

0 

3 

3 

6 

Week 2 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

1227560, 1181.440 

1823.240, 1753.790 

1525.400, 1439.440 

1.231,1.190 

1,299,1.188 

1.265, 1.189 


SD,SE 

395.2310,228.1870 

611.9120, 353.2880 

564.5420,230.4730 

0,3624,0.1812 

05563,0.2782 

0.4362,0.1542 


MEDIAN 

1286.750 

1779.970 

1438.310 

1.210 

1.386 

1.352 


MIN. MAX 

806.075, 1589.861 

1234.114,2455.641 

806.075, 2455.64! 

0.918, 1.584 

0568, 1.857 

0568.1.857 


5%. 95% 

806.075, 1589.860 

1234.110,2455.640 

806.075,2455.640 

0.918,1.584 

0568,1.857 

0568,1.857 


BLQ Values Included 

0 

0 

0 

4 

4 

8 

Week 3 

« 

2 

3 

5 

3 

4 

7 


MEAN, GEO MEAN 

1247.340. 886.433 

1321.590, 1247.370 

1291.890,1088.070 

1.231, 1.206 

1.067,0.998 

1.137,1.0S2 


SD,SE 

1241.0300, 8775430 

525.0590,303.1430 

724.2500, 323.8950 

0.3138,0.1812 

0.4756.0.2378 

0.3920,0.1482 


MEDIAN 

1247.340 

1332.930 

1332.930 

1.127 

0.915 

1.027 


MIN. MAX 

369.792, 2124.878 

790.952,1S40.887 

369.792,2124.878 

0.983, 1.584 

0.688,1.748 

0.6SS, 1.748 


5%, 95% 

369.792,2124.880 

790.952, 1840.890 

369.792,2124.880 

0.983,1.584 

0.688,1.748 

0.688, 1.748 


BLQ Values Included 

0 

0 

0 

3 

4 

7 

Overall' 

N 

3 

3 

6 

4 

4 

8 


MEAN. GEO MEAN 

1281.410, 1146.690 

1564.220,1497.590 

1422.820,1310.450 

1.554,1.483 

1.213,1.139 

1.383. 1.300 


SD. SF- 

649.7970.375.1610 

515.9960.297.9100 

547.1660,223.3790 

0.5573, 02786 

0.4578,0.2289 

05060,0.1789 


MEDIAN 

1418.340 

183L490 

1624.920 

1.448 

1.263 

1.384 


MIN, MAX 

574,060, 1851.830 

969.420.1891.760 

574.060,1891.760 

1.005,2.314 

0.637,1.690 

0.637,2.314 


5%, 95% 

574.060, 1851.830 

969.420, 1891.760 

574.060,1891.760 

1.005.2.314 

0.637,1.690 

0.637.2.314 


' Overall values calculated by first averaging the results across visits within a subject, then calculating tile descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ ('v.g., '<1 . 23-1 will be used as '1-234 1 ) for the averages across visits within a subject thus climinatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 47 of 2) 


Biomarken Total 3-hydroxyeotinine (nmoi/24hr) 


Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

2 

3 

5 


MEAN, GEO MEAN 

24791.600, 21723.300 

41612.400,39914.900 

33202.000, 29446.300 

42.241.38.693 

62528,42.850 

54.413,41.136 


SD.SE 

15099.3000,8717.5600 

15356.3000,8865.9600 

16444,0000,6713.2200 

23.9631,16.9445 

62.2237,35.9249 

46.9354,20.9901 


MEDIAN 

21746.200 

34072.600 

32778.000 

42241 

39.779 

39.779 


MIN, MAX 

11447.120,41181.385 

31433.480,59281.220 

11447.120,59281.220 

25.296,59.185 

14.880, 132.925 

14.880,132925 


5%, 95% 

11447.100,41181.400 

31483.500,59281.200 

11447.100,59281.200 

25,296,59.185 

14.880, 132.925 

14.880, 132.925 


BLQ Values Included 

0 

0 

0 

1 

2 

3 

Week 2 

N 

3 

3 

6 

3 

2 

5 


MEAN, GEO MEAN 

24166.900,21982.600 

45347.300,39977.300 

34757.100,29644.700 

42.395,37.499 

24.273,21.442 

35.146,29.986 


SD.SE 

13076.3000,7549.6200 

28769.8000, 16610.2000 

23109.7000,94345000 

25.3989,14.6640 

16.0895,11.3770 

22.0406,9.8569 


MEDIAN 

19995.700 

33423.900 

28940.000 

35.960 

24.273 

35.650 


MIN, MAX 

13685.048,38819.979 

24456.168,78161.850 

13685.048,78161.350 

20.832,70.392 

12.896,35.650 

12.396, 70.392 


5%, 95% 

13685.000,38320.000 

24456.200,78161.900 

13685.000,78161.900 

20.832,70.392 

12.S96,35.650 

12.896, 70.392 


BLQ Values Included 

0 

0 

0 

2 

2 

4 

Week 3 

N 

2 

3 

5 

3 

2 

5 


MEAN, GEO MEAN 

14960.900,11909.700 

33116.000,25344.500 

25853.900, 18736.600 

27.958,27.387 

27.652,24,899 

27.836, 26,364 


SD.SE 

12805.2000,9054.6400 

30639.5000,17689.7000 

24683.3000, 11038.7000 

7.1207,4.1111 

17.0102 12.0280 

9.8852, 4.4208 


MEDIAN 

14960.900 

16042.200 

16042.200 

25.594 

27.652 

25.594 


MIN, MAX 

5906.262,24015.545 

14817.346,68488.280 

5906262, 68488.280 

22.320,35.960 

15.624,39.680 

15.624, 39.680 


5%, 95% 

5906.260, 24015,500 

14817.300,68488.300 

5906.260, 68488.300 

22.320,35.960 

15.624.39.680 

15.624,39.680 


BLQ Values Included 

0 

0 

0 

3 

2 

5 

Overall’ 

N 

3 

3 

6 

3 

3 

6 


MEAN, GEO MEAN 

24088.700,20855.600 

40025.200,35643.SOO 

32057.000,27264.900 

36.833,34.881 

61.921,41.943 

49.377, 38.249 


SD.SE 

14945.9000,8629.0000 

24816.8000,14328.0000 

20295.1000, 8285.4600 

14.4738,8.3564 

626422 36.1665 

42.9212,17.5225 


MEDIAN 

21919.200 

26983.200 

25716.000 

35.960 

38.370 

37.165 


MIN. MAX 

10346.100,40000.700 

24448.700,6S643.S00 

10346100,68643.800 

22816.51-724 

14.467,132.925 

14.467. 132.925 


5%, 95% 

10346.100.40000.700 

24448.700,6S643.S00 

10346.100,68643.800 

22816,51.724 

14.467,132.925 

14.467, 132.925 


■ Overall values calculated by fust averaging the results across visits within a subject, then calculating tlw descriptive statistics across subjects. Count of BLQ values docs uo< apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234' will be used as T.2341 for the averages across visits within a subject thus eliminalig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMBPOINT AND OVERALL 
(Page 48 of?) 


Timepoint 

- 1 - 1 -- 


Synufccrs 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

2 

3 

5 


MEAN, GEO MEAN 

4764.940, 4175.230 

7997.910,7671.640 

6381.420,5659.580 

8.119,7.437 

12.018, 8.236 

10.458, 7.907 


SD.SE 

2902.0800,167S.5100 

2951.4800,1704.0400 

3160.5300,1290.2800 

4.6054,3.2565 

11.9592, 6.9046 

9.0208, 4,0342 


MEDIAN 

4179.610 

6548.750 

6299.940 

8.119 

7.646 

7.646 


MIN. MAX 

2200.136,7915.062 

6051.125,11393.850 

2200.136,11393.850 

4.862,11.375 

2.860, 25.548 

2.860,25.548 


5%, 95% 

2200.140,7915.060 

6051.130, 11393.900 

2200.140, 11393.900 

4.862,11,375 

2.S60.25.548 

2860 25.548 


BLQ Values Included 

0 

0 

0 

1 

2 

3 

Week 2 

N 

3 

3 

6 

3 

2 

5 


MEAN, GEO MEAN 

4644.8BO, 4225.060 

8715.750,7683.640 

6680.320,5697.710 

8.148,7.208 

4.666, 4.121 

6.755,5.764 


SD.SE 

2513.2700, 1451.0400 

5529.5500, 3192.4900 

4441.6900,1SJ3.3100 

4.8814, 2,8183 

3.0922,2.1865 

4,2360,1.8944 


MEDIAN 

3843.180 

6424.070 

5562.270 

6.912 

4.666 

6.852 


MIN, MAX 

2630.266,7461.200 

4700.475, 1S022.708 

2630266, 15022.708 

4.004,13.529 

2.479, 6.852 

2.479, 13.529 


5%, 95% 

2630.270, 7461.200 

4700,480, 15022.700 

2630.270, 15022.700 

4004,13.529 

2,479,6.852 

2.479,13529 


BLQ Values Included 

0 

0 

0 

2 

2 

4 

Week 3 

N 

2 

3 

5 

3 

2 

5 


MEAN, GEO MEAN 

2875.490,2289.050 

6364.890,4871.210 

4969.130, 3601.180 

5.374,5.264 

5.315,4.785 

5.350, 5.067 


SD.SE 

2461.1600,1740.3000 

5888.9000, 3399.9600 

4744.1200,2121.6400 

1.3689,0.7903 

3.2690,2,3115 

1.8999,0.8496 


mbdlan 

2875.490 

3083.320 

3083.320 

4.919 

5.315 

4.919 


MIN, MAX 

1135.184,4615.788 

2847.894, 13163.447 

1135.184,13163.447 

4.290,6.912 

3.003, 7.626 

3.003,7.626 


59b, 95% 

1135.180,4615.790 

2847.890,13163.400 

1135.180,13163,400 

4.290,6.912 

3.003,7.626 

3.003.7.626 


BLQ Values Included 

0 

0 

0 

3 

2 

5 

Overall' 

N 

3 

3 

6 

3 

3 

6 


MEAN, GEO MEAN 

4629.840,4008.450 

7692.840, 6850.720 

6161.340,5240.300 

7.079, 6.704 

11.901, 81062 

9.490,7.352 


SD, SE 

2872.5900,1658.4900 

4769.7600,2753.8200 

3900.7100,1592.4600 

2.7818,1.6061 

12.0395.6.9510 

8.2493,3.3678 


MEDLAN 

4212.860 

5186.170 

4942.610 

6.912 

7.375 

7.144 


MIN, MAX 

1988.530,7688.130 

4699.040, 13193.300 

1988.530,13193.300 

4.385, 9.941 

2.781,25.548 

2.781, 25.548 


5%, 95% 

1988.530,7688.130 

4699.040,13193.300 

1988530,13193.300 

4.385,9.941 

2.781,25.548 

2.781, 25.548 


BLQ(e.g., '<1.234' will be used as ’1.234') for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14,4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 49 of ?) 


Biomarker Free 3-hydroxycotiniue (nmol/24hr) 


Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

S%, 95% 

BLQ Values Included 

3 

21059.900,1S521.300 
12742.3000, 7356.7600 
18354.800 

9903.928,34950.846 
9903.930, 34950.800 

0 

3 

33503.700.32205.900 
12057.0000,6961.1100 

27146.300 

25955.790,47408.910 

25955.800.47408.900 

0 

6 

27286.800,24423.200 
13018.2000,5314.6700 
26551.000 

9903.928,47408.910 
9903.930,47408.900 

0 

4 

23.647, 19.239 

16.(872,8.0936 

21.714 

8.732,42.427 

8.732,42.427 

0 

4 

31.839,22.520 

24.8055,12.4027 

32,462 

5.880.56.550 

5.880.56.550 

0 

8 

27.743, 20.815 
19.8790.7.0283 

23.760 

5.880,56.550 

5.880,56.550 

0 

Week 2 

N 

MEAN, GEO MEAN 
SD.Sb 

MEDIAN 

MIN, MAX 

5%. 95% 

BLQ Values Included 

3 

18485.500, 16208.500 
11611.4000,6703.8700 
14936.900 

9062.489, 31457.230 

9062.490, 31457.200 

0 

3 

39076,000,34277.600 
25209.9000.14554.9000 
28809.600 

20619.126,67799.170 

20619.100,67799.200 

0 

6 

28780.800,23570.900 
20864.7000,8517.9700 
24714.300 

9062.489,67799.170 
9062.490,67799.200 

0 

3 

35.046, 28.936 

20.9069, 12.0706 

46.368 

10.920, 47.850 

10.920,47.850 

0 

4 

20.636.19.147 
8.8182,4.4091 

20.185 

10.712, 31.460 
10.712,31.460 

0 

7 

26.811,22.854 

15.6177,5.9029 

23.120 

10.712,47.850 

10.712,47.850 

0 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

2 

12276.900, 10259.200 
9536.4300, 6743.2700 
12276.900 

5533.662, 19020.205 
5533.660, 19020.200 

0 

3 

2628y.300,21251.100 
21906.0000, 12647.4000 
13910.500 

13375.150,51582.300 
13375.200,51582300 

0 

5 

20684.400,15880.900 
17932.5000,8019.6800 
13910.500 

5533.662.51582.300 

5533.660.51582.300 

0 

2 

25.412,22.925 

15.5047, 10.9635 

25.412 

14.448,36.375 

14.448,36.375 

0 

3 

19.817,17.623 
11.2455,6.4926 

18.228 

9.450,31.772 

9.450,31.772 

0 

5 

22.055,19.578 

11.5204.5.1521 

18.22S 

9.450, 36.375 

9.450,36.375 

0 

Overall* 

N 

MEAN, CEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

19602,700, 16784.400 
12658.3000,7308.2900 
17437.300 

8166.690,33204.000 
8166.690,33204.000 

3 

32956.300,29610.300 
19636.8000,11337.3000 
72713 sne 

20558.600,55596.800 
20558.600,55596.800 

6 

26279.500, 22293.300 
16487.3000,6730.9100 
21636.100 

8166.690.55596.800 

8166.690.55596.800 

4 

23.274,19.026 

15.4570, 7.7285 

22.844 

8.732, 38.675 

8.732,38.675 

4 

23.819,20.460 

13.4686,6.7343 

24.725 

8.681.37.147 

8.681.37.147 

8 

23.547,19.730 

13.4248. 4.7464 

24.725 

8.681,38.675 

8.681,38.675 


Overall values calculated by (list averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper limit of the 
BLQ <e.g„ '<1.234' will be used as 1 1.234 1 ) for the averages across visits witlun a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 50 of 7) 


Biotnarken Free 3-hvdroxycotimne (ug/24hr) 


Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

4 

4 

S 


MEAN. GEO MEAN 

4049.630,3559.800 

6439.400,6189.970 

5244.520. 4694.150 

4.545,3.697 

6.119,4.328 

5,332,4.000 


SD, SE 

2449.0700,1413.9700 

2317.3600, 1337.9300 

2502.1100,1021.4800 

3.1111,1.5555 

4.7677,2.3838 

3.8207, 1.3508 


MEDIAN 

3527.800 

5217.520 

5103.110 

4.174 

6.239 

4.567 


MIN, MAX 

1903,535,6717.553 

4988.703,9111.993 

1903.535,9111.993 

1.678,8.154 

1.130.10.869 

1.130,10.869 


5%, 95% 

1903.540,6717.550 

4988.700,9111.990 

1903.540,9111.990 

1.678,8.154 

1.130,10.869 

1.130,10.869 


BLQ Values Included 

0 

0 

0 

0 

0 

0 

Week 2 

N 

3 

3 

6 

3 

4 

7 


MEAN, GEO MEAN 

3552.920,3115.270 

7510.400,6588.160 

5531.660,4530.330 

6.736,5.562 

3.966,3.680 

5.153,4393 


SD, SE 

2231.7200, 1288,4800 

4845.3400,2797.4600 

4010.1900,1637.1500 

4.0183,2.3200 

1.6950,0.8475 

3.0018,1.1346 


MEDIAN 

2870.880 

5537.200 

4750.100 

8.912 

3.880 

4.444 


MIN, MAX 

1741.810, 6046.080 

3962.996, 13031.000 

1741.810, 13031,000 

Z099,9.197 

2.059, 6.047 

2.059,9.197 


5% f 95% 

1741.810, 6016,080 

3963.000, 13031.000 

1741.310,13031.000 

2.099,9.197 

2.059, 6.047 

2.059,9.197 


BLQ Values Included 

0 

0 

0 

0 

0 

0 

Week 3 

N 

2 

3 

5 

2 

3 

5 


MEAN, GEO MEAN 

2359.630,1971.820 

5052.810,4084.460 

3975.540,3052.300 

4.884,4.406 

3.809,3.387 

4.239,3.763 


SD.SE 

1832.9000, 1296.0600 

42103300, 2430.8400 

3446.6400,1541.3800 

2.9797,2.1070 

2.1618,1.2481 

2.2143, 0.9903 


MEDIAN 

2359.630 

2673.600 

2673.600 

4.884 

3.503 

3.503 


MIN, MAX 

1063.570,3655.683 

2570.704,9914.118 

1063 370,9914,118 

2,777,6,991 

1.816,6.107 

1.816,6.991 


5%. 95% 

1063.570.3655.680 

2570.700,9914.120 

1063.570,9914.120 

2.777,6.991 

1.816,6.107 

1.816, 6.991 


BLQ Values Included 

0 

0 

0 

0 

0 

0 

Overall* 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

3767.640,3225.960 

6334.200,5691.100 

5050.920,4284.770 

4,473, 3,657 

4.578, 3,932 

4.526, 3.792 


SD.SE 

2432.9400, 1404.6600 

3774.1900,2179.0300 

3168.8600,1293.6800 

2.9707,1,4853 

2.5891, 1.2946 

2.5804,0.9123 


MEDIAN 

3351.450 

4365340 

4158.460 

4.391 

4.752 

4.752 


MIN, MAX 

1569,640,6381.820 

3951.370,10685.700 

1569.640, 10685.700 

1.678.7.433 

1.668, 7.140 

1.668,7.433 


5%, 95% 

1569.640, 6381.820 

3951.370,10685.700 

1569.640, 10685.700 

1.678,7.433 

1.668,7.140 

1.668,7.433 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does n« apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234' will be used as ’1.234 1 ) for rhe averages across visits within a subject thus elimlnatlg all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OFEXPOSURE BY TTMEPOINT AND OVERALL 
(Page 51 of 7 ) 


Biomarker: Total Nicotine fnmol/mg Creatin') 

TimeDoiut 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

1 

2 

3 


MEAN, GEO MEAN 

11.833, 10.243 

6.930, 6.137 

9.381,7,928 

0.015,0.015 

0.029,0.027 

0.024,0.022 


sd.se 

& 6791, 3.8562 

3.5278. 20368 

5.4803, 2.2373 

NA.NA 

00141, 0.0100 

0.0129,0.0074 


MEDIAN 

13.088 

8.454 

8.947 

0,015 

0.029 

0,019 


MIN, MAX 

4.615,17.795 

2.896,9.439 

2.896.17.795 

0.015,0.015 

0.019,0.039 

0.015,0.039 


5%, 95% 

4.615,17.795 

2.896,9.439 

2.896, 17.795 

NA,NA 

0.019,0.039 

0.015, 0.039 


BLQ Values Included 

0 

0 

0 

1 

2 

3 

Week 2 

N 

3 

3 

6 

2 

3 

5 


MEAN, GEO MEAN 

11.371, 10.429 

8.138,7.501 

9.755, 8.845 

0.021,0.020 

0.038,0.037 

0,031,0.029 


SD.SE 

S.8605, 3.3836 

3.5658,2.0587 

4.6862,1.9131 

0.0071, 0.0OS0 

0.0093,0.0054 

0.0118,0.0053 


MEDIAN 

9.627 

9.321 

9.474 

0.021 

0.042 

0.027 


MIN, MAX 

6.5S1,17.906 

4.131, 10.962 

4.131,17.906 

0.016, 0.026 

0.027,0.044 

0.016, 0.044 


5%, 95% 

6.581,17.906 

4.131,10.962 

4.131,17.906 

0,016, 0.026 

0.027,0.044 

0.016, 0.044 


BLQ Values Included 

0 

0 

0 

2 

2 

4 

Week 3 

N 

2 

3 

5 

4 

3 

7 


MEAN, GEO MEAN 

8.146, 7.454 

8.716, 8.167 

8.488, 7.874 

0.021, 0.020 

0.022, 0.021 

0.021,0.020 


SD.SE 

4.6457,3.2850 

4.0438,2.3347 

3.6972, 1.6534 

0.0059,0.0030 

0.0082,0.0047 

0.0064,0.0024 


MEDIAN 

8.146 

6.628 

6.628 

0.020 

0.024 

0.024 


MIN, MAX 

4.861, 11.431 

6.143,13.377 

4.S61,13.377 

0.015,0.027 

0.013,0.029 

0.013,0.029 


5%, 95% 

4.861, 11.431 

6.143,13.377 

4.861, 13.377 

0.015,0.027 

0.013,0.029 

0.013,0.029 


BLQ Values Included 

0 

0 

0 

4 

3 

7 

Overall* 

N 

3 

3 

6 

4 

3 

7 


MEAN, GEO MEAN 

10.807,9.848 

7.928, 7.381 

9.367, 8.525 

0.021, 0.020 

0.030,0.030 

0.025,0.024 


SD,SE 

5.2014, 3.0030 

3.4391,1.9856 

4.2474,1.7340 

0.0061,0.0031 

0.0047,0.0027 

0.0072,0.0027 


MEDIAN 

11.358 

8.134 

9.697 

0.021 

0.032 

0.025 


MIN, MAX 

5,352, 15.711 

4.390,11.259 

4.390,15.711 

0.015,0.027 

0.025, 0.034 

0.015,0.034 


5%, 95% 

5.352,15.711 

4.390,11.259 

4.390, 15.711 

0.015,0.027 

0.025,0.034 

0.015,0.034 


‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to rite upper limit of the 
BLQ (e.g., '<1,234' will be used as '1.234 1 ) for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 52 of 7 ) 


Biomarker: Total Nicotine (uffl’miT Creatininl 


Timepomt 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week! 

N 

3 

3 

6 

i 

2 

3 


MEAN, GEO MEAN 

1.919,1.662 

1.124,0.995 

1.522,1.286 

0.002,0.002 

0.005,0.004 

0.004, 0.003 


SD, SE 

1.0830,0.6252 

0.5720,0.3302 

0.8887,0.3628 

NA,NA 

0.0021,0.0015 

0.0021,0.0012 


MEDIAN 

2.123 

1.371 

1.451 

0.002 

0.005 

0.003 


MIN, MAX 

0.749,2.856 

0.470,1.53! 

0.470,2886 

0.002,0.002 

0.003,0.006 

0.002, 0.006 


5%, 95% 

0.749.2.856 

0.470,1.531 

0.470.2886 

NA. NA 

0.003,0.006 

0.002,0.006 


BLQ Values Included 

0 

0 

0 

1 

2 

3 

Week 2 

N 

3 

3 

6 

2 

3 

5 


MEAN, GEO MEAN 

1.844,1.691 

1.320,1.217 

1.582, 1.434 

0.004, 0.003 

0.006,0.006 

0.005,0.005 


SD.SE 

0.9506,0.5489 

0,5784,0.3339 

0.7601,02103 

0.0007,0.0005 

0.0017,0.0010 

0.0019, 0.0008 


MEDIAN 

1.561 

1.512 

1.537 

0.004 

0.007 

0.004 


MIN. MAX 

1.067,2.904 

0.670.1.778 

0.670.2.904 

0.003,0.004 

0.004, (1.007 

0.003.0.007 


5%, 95% 

1.067,2.904 

0.670,1.778 

0.670,2.904 

0.003,0.004 

0.004,0.007 

0.003,0.007 


BLQ Values Included 

0 

0 

0 

2 

2 

4 

Week 3 

N 

2 

3 

5 

4 

3 

7 


MEAN, GEO MEAN 

1.321,1,209 

1.414,1.324 

1.377, 1.277 

0.003,0.003 

0.004, 0.003 

0.003,0.003 


SD, SE 

0.7538.0.5330 

0.6562,0.3789 

0.5999.0.2683 

0.0010, 0.0005 

0.0015,0.0009 

0.0011,0.0004 


MEDIAN 

1.321 

1.075 

1.075 

0.004 

0.004 

0.004 


MIN, MAX 

0.7S8,1.854 

0,996,2.170 

0.758,2170 

0.002 0.004 

0,0020.005 

0.002,0.005 


5%, 95% 

0.788,1.854 

0.996,2.170 

0.788,2170 

0.002 0.004 

0.0020.005 

0.002,0.005 


BLQ Values included 

0 

0 

0 

4 

3 

7 

Overall* 

N 

3 

3 

6 

4 

3 

7 


MEAN, GEO MEAN 

1.753,1.597 

1.286, 1.197 

1.519,1.383 

0.003, 0.003 

0.005,0.005 

0.004, 0.004 


SD, SE 

0.8436,0.4870 

0.5577,0.3220 

0.6888,0.2812 

0.0010,0.0005 

0.0010,0.0006 

0.0013. 0.0005 


MEDIAN 

1.842 

1.319 

1.573 

0.004 

0.005 

0.004 


MIN, MAX 

0.868,2548 

0.712,1.826 

0.712,2.548 

0.002,0.004 

0.004,0.006 

0.002, 0.006 


5%, 95% 

0.868, 2.548 

0.712,1.826 

0.712 2548 

0.002,0.004 

0.004, 0.006 

0.002 0.006 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234' will be used as '1.234 1 ) for the averages across visits within a subject thus eliminatig ail BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-IIOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page S3 of?) 


Timepnint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

2 

1 

3 


MEAN, GEO MEAN 

9.355,8.398 

3.908,3.497 

6.631,5.419 

0.005,0.004 

0.005,0.005 

0.005,0.005 


SD.SE 

4.5544,2.6295 

1.9305, 1.1146 

4.3231, 1.7649 

0.0007,0.0005 

NA, NA 

0.0006,0.0003 


MEDIAN 

11.224 

4.646 

5.003 

0.005 

0.005 

0.005 


MK, MAX 

4.163, 12.677 

L.717,5.360 

1.717. 12.677 

0.004,0.005 

0.005,0.005 

0.004,0,005 


5 %, 95% 

4.163.12.677 

1.717,5.360 

1.717,12.677 

0.004,0.005 

NA, NA 

0.004,0.005 


BLQ Values Included 

0 

0 

0 

2 

1 

3 

Week 2 

N 

3 

3 

6 


2 

2 


MEAN, GEO MEAN 

7.655,6.831 

5.173,4.551 

6.414,5.576 


0.0D8, 0.006 

0.008, 0,006 


SD.SE 

4.2280,2.4410 

2.7852,1.6080 

3.4787, 1.4202 


0.0064,0.0045 

0.0064,0.0045 


MEDIAN 

7.T58 

5.707 

6.483 


0.008 

0.008 


MIN, MAX 

3.639,12.067 

2.159,7.652 

2.159,12,067 


0.003,0.012 

0.003.0.012 


5%, 95% 

3.639,12.067 

2.159,7.652 

2.159, 12.067 


0.003,0.012 

0.003.0.012 


BLQ Values Included 

0 

0 

0 


2 

2 

Week 3 

N 

2 

3 

5 

2 

2 

4- 


MEAN, GEO MEAN 

5.211,5.015 

5.608,5.258 

5.449.5.159 

0.006,0.005 

0.006,0.005 

0.006,0.005 


SD.SE 

2.0011, 1.4150 

2.5268,1.4588 

2.0593.0.9210 

0.0021,0.0015 

0.0035,0.0025 

0.0024,0.0012 


MEDIAN 

5.211 

4.773 

4.773 

0.006 

0.006 

0.006 


MIN, MAX 

3.796,6.626 

3.605, 8.447 

3.605,8.447 

0.004,0.007 

0.003,0.008 

0.0D3, 0.008 


5%. 95% 

3.796,6.626 

3.605, 8.447 

3.605,8.447 

0,004,0.007 

0.003,0.008 

0.003, 0.008 


BLQ Values Included 

0 

0 

0 

2 

2 

4 

Overall* 

N 

3 

3 

6 

3 

3 

6 


MEAN, GEO MEAN 

7.855,7.202 

4.896.4.578 

6.376.5.742 

0.005,0.005 

0.008,0.007 

0.006,0.005 


SD,SE 

3.5074,2.0250 

2.1454,1.2386 

3.0639,1.2508 

0.0012,0.0007 

0.0040,0.0023 

0.0032,0.0013 


MEDIAN 

9.241 

4.653 

5.903 

0.004 

0.008 

0.005 


MIN, MAX 

3.866, 10.457 

2.883,7.153 

2.883,10.457 

0.004,0.006 

0.004,0.012 

0.004, 0.012 


5%, 95% 

3.866, 10.457 

2.883.7.153 

2.883,10.457 

0.004,0.006 

0.004,0.012 

0.004, 0.012 


BLQ (e.g„ '<1.234' will be used as ■1.234') for tile averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TTMEPOINT AND OVERALL 
(Page 54 of ?) 


Bioniarker Free Nicotine (ue/meCreatinin) . ___—---—- 



Smokcre 



Non-Smokers 


Timepoint Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 


Week 1 

N 

3 

3 

6 

2 

1 

3 

MEAN, GEO MEAN 

1517,1.362 

0.634,0.567 

1.076,0879 

0.001.0.001 

0.001,0.001 

0.001,0.001 


SD,SE 

0.7389.0.4266 

0.3133,0.1809 

0.7014,0.2863 

0.0000,0.0000 

NA.NA 

0.0000,0.0000 


MEDIAN 

1.821 

0,754 

0.812 

0.001 

0.001 

0.001 


MIN, MAX 

0.675,2.056 

0.278,0.869 

0.278,2056 

0,001,0.00! 

0.001,0.001 

0.001,0.001 


5%, 95% 

BLQ Values Inciuded 

0.675,2.056 

0 

0.278,0.869 

0 

0.278,2.056 

0 

0.001,0.001 

2 

NA,NA 

1 

0.001,0.001 

3 

Week 2 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

3 

1.241.1.108 

0.6858,0.3959 

1.177 

0.590,1.957 

0590.1.957 

0 

3 

0.839,0.738 

04518,0.2609 

0.926 

0.350,1.241 

0.350,1.241 

0 

6 

1.040,0.904 

0.5642,0.2303 

1.052 

0.330, 1.957 

0,350, L.957 

0 


2 

0.001, NA 

0.0014,0.0010 

0.001 

0.000,0.002 

0.000, 0.002 

2 

2 

0.001, NA 
0.0014, 0.0010 
0.001 

0.000, 0.002 
0.000,0.002 

2 

Week 3 

N 

2 

3 

5 

2 

2 

4 

MEAN, GEO MEAN 

0.846,0.814 

0.9 tO, 0.853 

0.884,0.837 

0.001,0.001 

0.001, NA 

0.001, NA 


SD.SB 

0.3246.0.2295 

0.4097,0.2365 

0.3339,0.1493 

0.0000, 0.0000 

0.0007,0.0005 

0.0005, 0.0003 


MEDIAN 

0.846 

0.774 

0.774 

0.001 

0.001 

0.001 


MIN, MAX 

0.616,1.075 

0585,1.370 

0.585, 1.370 

0.001,0.001 

0.000,0.001 

0.000.0.001 


5%, 95% 

0.616,1.075 

0.585, 1-370 

0.585,1.370 

0.001,0.001 

0.000,0.001 

0000,0,001 


BLQ Values Included 

0 

0 

0 

2 

2 

4 

Overall* 

N 

3 

3 

6 

3 

3 

6 

MEAN, GEO MEAN 

1.274,1.168 

0794,0.7+2 

1.034,0.931 

0.001,0.001 

0.001, NA 

0.001, NA 


SD,SE 

05689,0.3285 

0.3481,0.2010 

0.4971,0.2029 

0,0000,0.0000 

0.0010, 0.0006 

0.0006,0.0003 


MEDIAN 

1.499 

0.755 

0,958 

0.001 

0.001 

0.001 


MIN, MAX 

0627,1.696 

0.467, 1.160 

0.467.1.696 

0.001,0.001 

0.000,0.002 

0.000, 0.002 


5%, 95% 

0627,1.696 

0.467,1.160 

0.467,1.696 

0.001,0,001 

0.000,0.002 

0.000,0.002 


‘ Overall values calculated by first averaging the results across visits within asubject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper limit uf die 
BLQ (e.g., '<1.254' will be used as '1,234') for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OFEXPOSURE BY TIMEPOINT AND OVERALL 
(Page 55 of?) 


Biomarker Total Cotinine (nmol/mg Creatin) _____ 

_ Smoke ra _ 

Timepoinl _ Staristic _ Male _ Female _Overall_ 


Male 


Non-Smokers _ 

Female_ Overall 


Week 1 N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5 %, 95 % 

BLQ Values Included 


3 

13.511,10.048 
10.5711, 6.1032 
12.992 

3.209, 24.332 
3.209,24.332 
0 


3 

18.355,16.426 
8.9922,5.1917 
22.634 
S.022, 24,408 
8.022,24.408 
0 


6 

15.933,12.847 
9.1696,3.7435 
17.813 

3.209,24.408 
3.209,24.408 
0 


4 

0.011,0.010 
0.0048, 0.0024 
0.011 

0.006,0.017 
0.006,0.017 
4 


2 

0.026.0.024 
0,0120,0.0085 
0.026 

0.017,0.034 
0.017,0.034 
2 


6 

0.016,0.014 
0.0098,0.0040 
0.015 

0.006.0.034 
0.006,0.034 
6 


Week 2 N 

MEAN, GEO MEAN 
SD,SE 
MEDIAN 
MIN, MAX 
5%, 95 % 

BLQ Values Included 


3 

16.083,14.140 
9.3691,5.4093 
15.174 

7.201,25.873 
7.201,25.873 
0 


3 

18.664,17.252 
8.6313,4.9833 
18349 

10.195,27.449 

10.195,27.449 

0 


6 

17.374,15.619 
8.1799, 3.3394 
16.762 

7.201, 27.449 

7.201,27.449 
0 


4 

0.014,0.013 
0.0066,0.0033 
0.014 

0.007,0.023 

0.007,0.023 

4 


3 

0.023,0.020 
0.0145,0.0084 
0.023 

0.009,0,038 
0.009,0.038 
3 


7 

0.018,0.016 

0.0107,00041 

0.014 

0.007,0.038 
0.007,0.038 
7 


Week 3 N 

2 

3 

MEAN, GEO MEAN 

14.863, 10.507 

17.379, 15.650 

SD,SE 

14.8662, 10-5120 

8.5251, 4.9219 

MEDIAN 

14.863 

19.648 

MIN, MAX 

4.351.25.375 

7.949,24.540 

5%, 95% 

4.351,25.375 

7.949,24540 

BLQ Values Included 

0 

0 


5 

16.373,13,344 
9.6689,4.3241 
19.648 

4.351,25.375 

4.351,25.375 

0 


4 

0.018,0.017 
0.0050.0.0025 
0.018 

0.013,0.023 

0.013,0.023 

4 


3 

0.018,0.017 
0.0064,0.0037 
0.021 

0.011,0.023 
0.01 L, 0.023 
3 


7 

0.018, 0.017 
0.0051,0.0019 
0.021 

0.011,0.023 
0.011,0.023 
7 


Overall* 

N 

3 

3 


MEAN, GEO MEAN 

14.732,12.041 

18.133,16.559 


SD, SE 

10.1521,5.8613 

8.2106,4.7404 


MEDIAN 

14.083 

21.841 


MIN, MAX 

4.920,25.193 

8.722,23.835 


5%, 95% 

4.920,25.193 

8.722,23.835 


6 

16.432,14.120 
8,4653,3.4559 
17.962 

4.920,25.193 
4.921), 25,193 


4 

0.015,0.014 
0.0043,0.0021 
0.016 

0.009,0.018 
0.009,0.018 


4 

0.024,0.022 
0.0083,0.0041 
0.026 


0.012,0.030 
0.012,0.030 


8 

0.019,0.018 
0.0077,0.0027 
0.018 

0.009,0.030 
0.009,0.030 


4 Overall values calculated by Erst averaging the results across visits witliiu a subject, then calculaiing the descriptive statistics across subjects.. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g,, '<1.234' will be used as '1.234 1 ) for the averages across visits within a subject thus eliminalig all BLQ values for the overall statistics. 
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TABLE 14 . 4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIME POINT AND OVERALL 
(Page 56 of 7) 


Eiomarker Total Con nine fuglmg Crealiain) 


Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

4 

2 

6 


MEAN, GEO MEAN 

2,380,1.770 

3.234,2.894 

2.807,2.263 

0.002,0.002 

0.005,0.004 

0.003,0.002 


SD,SE 

I.S627,1.0754 

1.5848,0.9150 

1.6159, 0.6597 

00008,0.0004 

0.0021, 0,0015 

0.0017,0.0CO7 


MEDIAN 

2.289 

3.988 

3.139 

0.002 

0.005 

0.003 


MIN, MAX 

0,565,4.287 

1.413,4.301 

0.565,4.301 

0.001,0.003 

0.003,0.006 

0.001,0.006 


5 %, 05 % 

0.565, 4.287 

1.413,4.301 

0.565,4.301 

0.001,0.003 

0.003, 0.006 

0.001. 0006 


BLQ V alue s Included 

0 

0 

0 

4 

2 

6 

Week 2 

N 

3 

3 

6 

4 

3 

7 


MEAN, GEO MEAN 

2.834,2.492 

3289,3.040 

3.061,2.752 

0.002,0.002 

0.004,0.004 

0.003, 0.003 


SD.SE 

1.6508,0.9531 

1.5213,0.3783 

1.4415,0.5885 

0.0013,0.0006 

0.0025,0.0015 

0.0020,0.0008 


MEDIAN 

2.674 

3.233 

2.954 

0.002 

0.004 

0.002 


MIN, MAX 

1.269, 4.559 

1.796, 4.837 

1.269, 4.837 

0.001, 0.004 

0.002, 0.007 

0.001,0.007 


5%. 95% 

L269. 4.559 

1.796, 4.837 

1.269.4.837 

0.001,0.004 

0.002,0.007 

0.001, 0.007 


BLQ Values Included 

0 

0 

0 

4 

3 

7 

Week 3 

N 

2 

3 

5 

4 

3 

7 


MEAN, GEO MEAN 

2.619.1.852 

3.062, 2.758 

2.885,2.352 

0.003,0.003 

0.003,0.003 

0.003,0.003 


SD.SE 

2.6191,1.8520 

15019,0.8671 

1.7035,0.7618 

0.0012,0.0006 

0.0012, 0,0007 

0.0011, 0.0004 


MEDIAN 

2.619 

3.462 

1462 

0.003 

0.004 

0004 


MIN, MAX 

0.767, 4.471 

1.401,4.324 

0.767.4.471 

0.002,0.004 

0.002,0.004 

0.002,0.004 


5%, 95% 

0.767,4.471 

1.401,4.324 

0.767,4.471 

0.002, 0.004 

0.002,0.004 

0.002,0.004 


BLQ Values Included 

0 

0 

0 

4 

3 

7 

Overall" 

N 

3 

3 

6 

4 

4 

s 


MEAN, GEO MEAN 

2596,2.122 

3.195,2.918 

2.896, 2.488 

0.002, 0.002 

0004, 0.004 

0.003,0.003 


SD.SE 

1.7887, 1,0327 

1.4466,0.8352 

1.4915,0.6089 

0.0010,0.0005 

0.0017,0.0009 

0.0017,0.0006 


MEDIAN 

2.482 

3.848 

3.165 

0.003 

0.005 

0.003 


MIN, MAX 

0.867, 4.439 

1537,4.200 

0.867,4.439 

0.001,0.003 

0002,0006 

0.001,0.006 


59b, 95% 

0.867,4.439 

1.537,4.200 

0.867,4.439 

0.001,0.003 

0.002,0.006 

0.001,0.006 


‘ Overall valuta calculated by first averaging the results across visits within a subject, liten calculating the descriptive statistics across subjects. Count of BLQ values docs not apply as the BLQ valuc3 were converted to the upper limit of the 
BLQ(e.g.,234' will be used as l 1.234 r ) fonhc averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL comparison between smokers and NON-SMOKERS by gender 
OF 24-HOUR URINE BIOMARKERS OFEXPOSURE BY TIMEPOINT AND OVERALL 
{Page 57 of ?) 


Biomarker: Free Colinine (nmol/ms Creatin) 

Timcpoint 



Smokers 



Non-Smokeis 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

4 

3 

7 


MEAN, GEO MEAN 

4.952,4.530 

7.459,6.305 

6.206,5.345 

0.006,0.005 

0.007,0.006 

0.006,0.006 


SD.SE 

2.3935,1.3819 

4.4571,2.5733 

3.4820,1.4215 

0,0041,0.0020 

0.0029,0.0017 

0.0034,0.0013 


MEDIAN 

4.962 

8.305 

6.151 

0.005 

0.005 

0.005 


MIN, MAX 

2.553,7.340 

2.640,11.433 

2553, 11.433 

0.003, 0.012 

0.005,0.010 

0,003,0.012 


5%, 95% 

2.553, 7.340 

2640, 11.433 

2553, 11.433 

0.003, 0.012 

0.005, 0.010 

0.003. 0.012 


BLQ Values Included 

0 

0 

0 

3 

3 

6 

Week 2 

N 

3 

3 

6 

4 

4 

8 


MEAN. GEO MEAN 

5.895,5.703 

8.269,7.266 

7.082,6.437 

0.004,0.004 

0,007,0.006 

0.005,0.005 


SD,SE 

1.9382, 1.1190 

5.2339,3.0218 

3.7617, 1.5357 

0.0016, 0.0008 

0.0034, 0.0017 

0.002S, 0.0010 


MEDIAN 

4.778 

6.393 

5.586 

0.004 

0.006 

0.005 


MIN, MAX 

4774,8.133 

4231, 14.182 

4.231, 14.182 

0.002.0.006 

0.003,11011 

aoo2, aou 


5 %. 95 % 

4.774.8.133 

4.231,14.182 

4.231, 14.182 

0.002,0.006 

0.003,0.011 

0.002,0.011 


BLQ Values Included 

0 

0 

0 

4 

4 

8 

Week 3 

N 

2 

3 

5 

3 

4 

7 


MEAN, GEO MEAN 

6.742, 6.040 

6.759,6.029 

6.752,6.033 

0.005,0.005 

0.006, 0.005 

0.005, 0.005 


SD,SE 

4.2370,2.9960 

3.5104,2.0267 

3.2634,1.4594 

0.0012,0.0007 

0.0017,0.0009 

0.0014,0.0005 


MEDIAN 

6742 

7.282 

7.282 

0.006 

0.006 

0.006 


MIN, MAX 

3.746.9.738 

3.016,9.978 

3.016,9.978 

0.004,0.006 

0.003,0.007 

0.003,0.007 


5%, 95% 

3.746,9.738 

3.016,9.978 

3.016,9.978 

0.004,0.005 

0.003,0.007 

0.003,0.007 


BLQ Values Included 

0 

0 

0 

3 

4 

7 

Overall" 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

5.655, S.326 

7.496, 6.674 

6575,5.962 

0.005.0.005 

0.007.0.006 

0.006,0.005 


SD, SE 

24525, 1.4160 

3.8867,2.2440 

3.0766.1.2560 

0,0008,0.0004 

0.0024,0.0012 

0.0018,0.0006 


MEDIAN 

4.868 

8.225 

6.547 

0.005 

0.007 

0.005 


MIN, MAX 

3.692,8.404 

3.296.10.966 

3.296, 10.966 

0.004,0.006 

0.004,0.009 

0.004,0.009 


5%, 959b 

3.692,8.404 

3.296,10.966 

3.296,10.966 

0.004,0.006 

0.004,0.009 

0.004,0.009 


* Overall values calculated by fust averaging tiic insults across visits within a subject, then calculating the descriptive statistics acro33 subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ<c.g.,'cl.234 l will be used as ’1.23 d 1 ) fortlte averages across visits within a subject thus eliminatlg all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OFEXPOSURE BY TIMEPOINT AND OVERALL 
(Page 59 of ?) 





Smokers 



Non-Smokers 



Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

3 

15.979,14.956 

6.9296, 4.0008 

15.278 

9.426, 23.232 

9.426, 23.232 

0 

3 

36.794,30.430 

28.8498,16.6564 

22.427 

17.948,70.006 
17.948.70.006 

0 

6 

26.386,21.334 

21.9570,8.9639 

20.188 

9.426, 70.006 
9.426,70.006 

0 

2 

0.022,0.022 

0.0042 0.0030 

0.022 

0.019.0.025 

0.019,0.025 

1 

3 

0.051,0.041 

0.0400,0.0231 

0.039 

0.019,0.096 
0.019,0.096 

2 

5 

0.040,0.032 

0.0326,0.0146 

0.025 

0.019,0,096 
0.019,0.096 

3 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

3 

19.232,18.698 
5.6416,3.2572 

18.022 

14.293,25.380 

14.293,25.380 

0 

3 

38.488,29.184 
35.6930,20,6074 

21.151 

14.775,79.538 
14.775,79.538 

0 

6 

28.860,23.360 

25.1708, 10.2759 

19.587 

14.293,79.538 

14.293,79.538 

0 

3 

0.022,0.022 

0,0064,0.0037 

0.026 

0.015,0.026 

0.015,0.026 

2 

2 

0.019,0.017 

0.0106,0.0075 

0.019 

0,01!, 0.026 

0,011,0.026 

2 

5 

0.021,0.020 
0.0073,0.0032 

0.026 

0.011,0.026 

0.011,0.026 

4 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

2 

14.967,14.298 

6,2579, 4.4250 

14.967 

1(1542, 19.392 

10.542,19.392 

0 

3 

30.402,21.584 

30.8849,17.8314 

15.321 

9.955.65.930 

9.955.65.930 

0 

5 

24.228, 18.306 

23.6263,10.5660 

15.321 

9.955,65.930 

9.955,65.930 

0 

3 

0.021,0.021 

0,0057,0.0033 

0.023 

0,015,0.026 

0,015,0.026 

3 

2 

0.020,0.018 

0.0113,0.0080 

0.020 

0.012,0.028 

0.012,0.028 

2 

5 

0.021,0.020 

0.0070, 0.0031 

0.023 

0.012,0.028 

0.012.0.028 

5 

Overall* 

N 

MEAN, GEO MF.AN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

17.763,16.956 

6.4453,3.7212 

17.564 

11.420, 24.306 

11.420, 24.306 

3 

35.228,27.172 

31.8090, 18.3650 

19.633 

14.226,71.825 

14.226,71.825 

6 

26.496,21.465 

226461,9.2452 

18,599 

11.420,71.825 

11.420,71.825 

3 

0.022,0.022 

0.0025,0.0015 

0.022 

0.020,0.025 

0.020,0.025 

3 

0.047,0.035 

0.0433,0.0250 

0.031 

0.014,0.096 

0.014,0.096 

6 

0,035,0.028 

0.0306,0.012S 

0.024 

0.014,0.096 

0.014,0.096 


" Overall values calculated by fust averaging the results across visits within a subject, then calculating tire descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g„ '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 60 of?) 


Biomarker. Total 3-hydroxycotinine (ug/mg Creatinin) 


Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

2 

3 

5 


MEAN, GEO MEAN 

3.071,2.875 

7.072,5.849 

5.071,4.100 

0.005,0.004 

0.010,0.008 

0.008,0.006 


SD, SE 

1.3316,0.7688 

5.5448,3.2013 

4,2201, 1.7228 

0.0007,0.0005 

0.0074,0.0043 

0.0059, 0.0027 


MEDIAN 

2936 

4.310 

3.880 

0.005 

0.007 

0.005 


MIN, MAX 

1.812, 4.465 

3.450, 13.455 

1.812,13.455 

0.004,0.005 

0.004,0.018 

0.004,0.018 


5®, 95% 

1.812 4.465 

3.450,13.455 

1.812,13.455 

0.004,0.005 

0.004,0.018 

0.004,0.018 


BLQ Values Included 

0 

0 

0 

1 

2 

3 

Week 2 

N 

3 

3 

6 

3 

2 

5 


MEAN, GBO MEAN 

3.696, 3.594 

7.397,5.609 

5.547,4.490 

0.004,0.004 

0.004,0.003 

0.004,0.004 


SD, SE 

1,0843, 0.6260 

68601, 3.9607 

4.3377, 1.9750 

00012 0.0007 

0.0021, 0.0015 

ROOH 0.0006 


MEDIAN 

3.464 

4.065 

3.765 

0.005 

0.004 

0.005 


MIN, MAX 

2.747,4.878 

2.840, 15.287 

2,747, 15.287 

0.003,0.005 

0.002,0.005 

0.002,0.005 


5%, 95% 

2747, 4.878 

2840, 15.287 

2747, 15.287 

0003, 0005 

0:002 0.005 

0,002 0.005 


BLQ Values Included 

0 

0 

0 

2 

2 

4 

Week 3 

N 

2 

3 

5 

3 

2 

5 


MEAN, GEO MEAN 

2.877,2748 

5.843, 4.148 

4.657, 3.518 

0.004,0.004 

0.004,0.003 

0.004,0.004 


SD.SE 

1.2028,0.8505 

5.9363, 3.4273 

4.5411,2.0309 

0.0010,0.0006 

0.0021,0.0015 

0.0013.0.0006 


MEDIAN 

2877 

2945 

2945 

0004 

0.004 

0.004 


MIN, MAX 

2.026,3,727 

1.913,12672 

1.913,12.672 

0.003,0.005 

0.002,0.005 

0.002,0.005 


5%, 95% 

2.026,3.727 

1.913,12.672 

1.913,12.672 

0.003, 0.005 

0.002 0.005 

0.002 0.005 


BLQ Values Included 

0 

0 

0 

3 

2 

5 

Overall* 

N 

3 

3 

6 

3 

3 

6 


MEAN, GEO MEAN 

3.414, 3.259 

6771, 5.222 

5.093,4.126 

0.004, 0.004 

0009,0.007 

0.007,0.005 


SD, SE 

1.2389,0.7153 

6.1140.35299 

4.3527, 1.7770 

0.0006,0.0003 

0.0079,0.0046 

0.0056,0,0023 


MEDIAN 

3.376 

3.773 

3.575 

0.004 

0.006 

0.005 


MIN, MAX 

2195, 4.672 

2734, 13.805 

2195,13.805 

0.004,0.005 

0.003,0.018 

0.003,0.018 


5%, 95% 

2195,4.672 

2734,13.805 

2.195,13.805 

0.004,0.005 

0.003,0.018 

0.003,0.018 


* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of die 
BLQ (e.g., '<1.234’ will be used as '1.23 4 r J for the averages across visits within a subject thus eliraiualig all BLQ values forthe overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BYfiENDER 
OF 24-HOUR URINE BIOMARKERS OFEXPOSURE BY TIMEPOINT AND OVERALL 
(Page 6L of?) 


Biomarker: Free 3-hvdroxvcotinine (nmol/ms Croatia) 

HmoDOnit 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male- 

Female 

Overall 

Week 1 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

13.589, 12.752 

29,592,24553 

21.591,17.695 

0.011,0.010 

0.024,0.019 

0.018.0.014 


SD,SE 

5.8121,3.3556 

229539,13.2525 

17.3519,7.0S39 

0.0055,0.0027 

0.0157,0.0079 

0.0129,0.0046 


MEDIAN 

12896 

18.489 

16.395 

0.011 

0.024 

0.014 


MIN, MAX 

8.155,19.717 

14,300,55.986 

8.155,55.936 

0.005,0.018 

0 . 007 , 0.041 

0.005.0,041 


5%, 95% 

a 155, 19.717 

14.300, 55.986 

R155, 55.986 

0.005,0.018 

9007, 9041 

9005, 9041 


BLQ Values Included 

0 

0 

0 

0 

0 

0 

Week 2 

N 

3 

3 

6 

3 

4 

7 


MEAN, GEO MEAN 

14.498,13.787 

33.227,25.023 

23.863, 18.574 

0.015,0.014 

0.017,0.016 

0.016,0.015 


SD,SE 

5.6224,3.2431 

31.1085, 17.9605 

224716,9.1740 

0.0067, 0.0038 

0.0074,0.0037 

90066,0.0025 


MEDIAN 

13.463 

18.231 

15.847 

0.017 

0.018 

0.017 


MIN, MAX 

9.465, 20.566 

12457, 68.993 

9165, 68.993 

9008. 0.021 

0.009, 9024 

0.008, 0.024 


5®, 95% 

9.465,20.566 

12.457, 68.993 

9.465, 68.993 

0.008. 0.021 

0.009,0.024 

0.008,0.024 


BLQ Values Included 

0 

0 

0 

0 

0 

0 

Week 3 

N 

2 

3 

5 

2 

3 

5 


MEAN, GEO MEAN 

12.618,12.316 

23.925, 18.098 

19.402,15.516 

0.012,0.011 

0.022,0.019 

0.018, 0.015 


SD,SE 

3.8757,2.7405 

22.3492 129033 

17.0839,7.6401 

0.0057,0.0040 

0.0125, 0.0072 

0.0108,0.0048 


MEDIAN 

12613 

12774 

12774 

0.012 

9026 

9016 


MIN, MAX 

9.877.15.358 

9,346,49.656 

9.346.49.656 

0.008, 0.016 

0.008, 0.032 

0.008.0.032 


596,9596 

9.877,15.358 

9.346, 49.656 

9346,49.656 

0.008,0.016 

0.008,0.032 

0.008,0.032 


BLQ Values Included 

0 

0 

0 

0 

0 

0 

Overall* 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

14.405, 13.693 

28.915,22.609 

21.660,17.595 

0.011,0.010 

0.020, 0.018 

0.016,0.013 


SD, SE 

5.5050, 3.1783 

25.4702,14,7052 

18.2969.7.4697 

90050, 0.0025 

04)111. 0.0056 

0.0094.0.0033 


MEDIAN 

13.906 

16.498 

15.202 

0.012 

0.021 

0.014 


MIN, MAX 

9.166,20.142 

12034,58.212 

9.166,58.212 

0.005.0.016 

9008,0.032 

0.005,0.032 


5%, 95% 

9.166,20.142 

12.034,58.212 

9.166,58312 

0.005,0.016 

0.008,0.032 

0.005,0.032 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics aciu&s subjects. Cuunt of BLQ values does not apply as the BLQ values werc converted to titc upper limit of the 
BLQ (e.g., '<1.234' will be used as T.234 1 ) forthe averages across visits within a subject thus clirainaiig all BLQ values forthe overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 62 of?) 


Biomarken Free 3-hydrQxyuotiiiiiie (un/mg Cicminii:) 


Timepoint 



Smokers 



Noil-Smokeis 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

2.612,2.451 

5.688,4.719 

4.150,3.401 

0.002 0.002 

0.005,0.003 

0.003,0.003 


SD.SE 

1.1175,0.6452 

4.4121,25473 

3.3353,1.3616 

0.0008, 0.0004 

0.0031, 0.0016 

0.0025,0,0009 


MEDIAN 

2.479 

3.554 

3.151 

0.002 

0.005 

0.003 


MIN, MAX 

1.567,3.790 

2.748,10.761 

1.567, 10.761 

0.001,0.003 

0.001,0.008 

0.001,0.003 


5 %, 95 % 

1.567,3.790 

2.748, 10.761 

1567,10.761 

0,001,0.003 

0.001, 0.008 

0.001,0.008 


BLQ Values Included 

0 

0 

0 

0 

0 

0 

Week 2 

N 

3 

3 

6 

3 

4 

7 


MEAN, GEO MEAN 

2,787,2.650 

6.386,4.809 

4,586,3.570 

0.003,0.003 

0.003,0.003 

0.003,0.003 


5D,se 

1.0808,0.6240 

5.9789, 3.4519 

4.3189, 1.7632 

0.0010, 0.0006 

0.0015,0.0008 

0.0012 0.0005 


MEDIAN 

2588 

3,504 

3.046 

0.O03 

0.003 

0.003 


MIN, MAX 

1.819,3.953 

2.394, 13.260 

1.819,13.260 

0.002,0.004 

0.002,0.005 

0.002 0.005 


5%, 95% 

1.819,3.953 

2.394,13.260 

1.819,13.260 

0.002 0.004 

0.002, 0.005 

0.002,0.005 


BLQ Values Included 

0 

0 

0 

0 

0 

0 

Week 3 

N 

2 

3 

5 

2 

3 

5 


MEAN, GEO MEAN 

2.425,2.367 

4.598,3.478 

3.729,2982 

0.003,0.002 

0.004,0.004 

0.004,0.003 


SD.SE 

0.7453,0.5270 

4.2957,2.4801 

3.2837,1.4685 

0,0007, 0.0005 

0.0021,0.0012 

0,0018,0.0008 


MEDIAN 

2.425 

2455 

2455 

0.003 

0005 

0003 


MIN, MAX 

1.898,2.952 

1.796,9.544 

1.796,9.544 

0.002, 0.003 

0.002 0.006 

0.002 0.006 


5 %, 95% 

1.898,2.952 

1.795,9.544 

1.796,9.544 

0.002, 0.003 

0.002,0.006 

0.002 0.006 


BLQ Values Included 

0 

0 

0 

0 

0 

0 

Overall’ 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

2.769,2.632 

5.557,4.346 

4.163, 3.382 

0.002,0.002 

0.004,0.004 

0.003, 0.003 


SD,SE 

1.0587,0.6113 

4.8951,2.8262 

35166.1.4356 

0.0010,0.0005 

0.0018.0.0009 

0.0016,0.0006 


MEDIAN 

2673 

3.171 

2922 

0.003 

0.004 

0.003 


MIN, MAX 

1.761,3.872 

2313,11.188 

1.761,11.183 

0.001,0.003 

0.002 0.006 

0.001, 0.006 


5%, 95% 

1.761,3.872 

2.313,11.188 

1.761,11.188 

0.001,0.003 

0.002 0.006 

0.001,0.006 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of tha 
BLQ(e.g„ '<1.234' will be used as '1.234 1 ) for the averages across visits within a subject thus elirainatig all BLQ values for the overall statistics. 
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TABLE 14,4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR IIRTNK BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 63 of 7) 





Smokeis 



Non-Smokers 


Timepoint 

Statistic 

Male 

Female 

Overall 

Male 

FcCJalc 

Overall 

Week 1 

N 

3 

3 

6 

1 

, 

2 


MEAN, GEO MEAN 

3609.8,1906.8 

1593.8. 1512.8 

2601.8,1698.4 

9.3,9.3 

9.3,9.3 

9.3,9.3 


SD.SE 

4207.14,2428.99 

653.29,377.18 

2910.33, 1188.14 

NA.NA 

NA.NA 

0.00,0.00 


MEDIAN 

2052.5 

1331.9 

1692.2 

9.3 

93 

9.3 


MIN, MAX 

403.4,8373.6 

1112.1,2337.4 

403.4,8373.6 

9.3 ,93 

9.3,9.3 

9.3,9.3 


59b, 95% 

403.4,8373.6 

1112.1,2337.4 

403.4, 8373.6 

NA.NA 

NA, NA 

93,9.3 


BLQ Values Included 

0 

0 

0 

1 

1 

2 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

3 

40135,3366.0 

2738.64,1581.16 

3518.6 

1556.0,6965.8 

1556.0, 6965.8 

0 

3 

17429, 1662.4 

648.77,374.57 

1648.3 

1145.6,24329 

1145.6,24329 

0 

6 

28779,2365.5 
2171.62, 886.56 
2040.6 

1145.6, 6965.8 
1145.6,6965.8 

0 


2 

27.7,20.7 

25.95,18.35 

27.7 

9.3,46.0 

9.3,46.0 

2 

2 

27.7,20.7 

25.95,18.35 

27.7 

9.3,46.0 

9.3, 46.0 

2 

Week 3 

N 

2 

3 

5 

2 

2 

4 


MEAN, GEO MEAN 

2136.9 1288.9 

1660.5, 1587.1 

1850.7, 14603 

9.3,9.3 

9.3,9.3 

9-3, 9.3 


SD.SE 

2408.76, 17U3.25 

640.98,370.07 

1312.92,587.16 

0.00,0.00 

0.00,0.00 

0.00,0.00 


MEDIAN 

21360 

1299.6 

1299.6 

9.3 

93 

9.3 


MIN, MAX 

432.7,3839.2 

1281.4,2400.6 

4327, 3839.2 

9.3,9.3 

9.3,9.3 

9.3.9.3 


5%, 959b 

432.7, 3839.2 

1281.4, 2400.6 

4327. 38392 

9.3,9.3 

9.3, 9.3 

9.3, 9.3 


BLQ Values Included 

0 

0 

0 

2 

2 

4 

Overall' 

N 

3 

3 

6 

3 

3 

6 


MEAN, GEO MEAN 

3325.3,2421.6 

1665.5, 1590.4 

2495.4, 19625 

9.3,9.3 

13.4, 123 

11.9 10.7 


sd,se 

2836.52,1637.67 

639.69, 369.33 

2051.46, 837.50 

0.00,0.00 

7.04.4.07 

4.98,2.03 


median 

2785.6 

1426.6 

1908.5 

9.3 

9.3 

9.3 


MIN. MAX 

797.4,6392.9 

1179.7,2390.3 

797.4, 63929 

9.3,9.3 

9.3,21.5 

9.3,21.5 


5%, 95% 

797.4,6392.9 

1179.7,2390.3 

797.4, 6392.9 

9.3,9.3 

9.3,21.5 

9.3, 21,5 


BLQ (e.g., ’<1J34' will be used as l 1.2}4’) forihe averages across visits within a subject thus eUininmig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMBPOINT AND OVERALL 
(Page 64 of ?) 


Biomarker Nicotine Gluruonide (nmol/24hr) 


Timepoim 


Week 1 


Week 2 


Week 3 


Overall" 


Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

N 

3 

3 

6 

1 

1 

2 

MEAN, GEO MEAN 

3712.730,2363.770 

3729.770,3457.330 

3721.250, 2858.730 

27.900,27.900 

11.160,11.160 

19.530, 17.646 

SD, SE 

3386.7000. 1955.3100 

1798.4400.1038.3300 

2425.2300,990.0960 

NA, NA 

NA.NA 

11.8370, 8.3700 

MEDIAN 

3304.530 

3225.090 

3264.810 

27.900 

11.160 

19.530 

MIN, MAX 

548.624,7285.032 

2237.592,5726.630 

548.624, 7285.032 

27.900,27.900 

11.160,11.160 

11.160, 27.900 

5%, 95% 

548.624,7285.030 

2237590, 5726.630 

548.624,7285.030 

NA, NA 

NA, NA 

11.160,27.900 

BLQ Values Included 

0 

0 

0 

1 

1 

2 

N 

3 

3 

6 


2 

2 

MEAN. GEO MEAN 

4306.240,4043.740 

4015.240,3928.440 

4160.740,3985.670 


39.730,38.893 

39.730,38.893 

SD, SE 

1923.8500, 11J0.7300 

1062.4300, 613.3950 

1399.0600,571.1660 


11.4693,8.1100 

11.4693, S.Ilffl 

MEDIAN 

3624.160 

3551.360 

3587.760 


39.730 

39.730 

MIN, MAX 

2816.360, 6478.194 

3263.634,5230.735 

2816.360, 6478.194 


31.620,47.840 

31.620, 47.840 

5%, 95% 

2816.360, 6478.190 

3263.630,5230.740 

2816.360,6478.190 


31.620,47.840 

31.620,47.840 

BLQ Values Included 

0 

0 

0 


2 

2 

N 

2 

3 

5 

2 

2 

4 

MEAN, GEO MEAN 

3273.940, 1865.030 

3447.030, 3209520 

3377.800,2594.130 

17.968,17.926 

20.739,18.674 

19.353, 18.296 

SD, SE 

3785.5900,2676.8200 

15S3.0300,913.9650 

2201.0600,984.3430 

1.7359, 1.2275 

12,7576,9.0210 

7.6038,3.8019 

MEDIAN 

3273.940 

3139.430 

3139.430 

17.968 

20739 

17.968 

MIN, MAX 

597.126,5950.760 

2040.372,5161.290 

597.126,5950.760 

16.740, 19.195 

11.718,29.760 

11.718,29.760 

5%, 95% 

597.126,5950,760 

2040.370.5161290 

597.126, 5950.760 

16.740,19.195 

11.718,29.760 

11.718,29.760 

BLQ Values Included 

0 

0 

0 

2 

2 

4 

N 

3 

3 

6 

3 

3 

6 

MEAN, GEO MEAN 

3785.460, 3109.510 

373Q.680, 3547.480 

3758.070, 3321.290 

21.278, 20.774 

28.318, 28.098 

24798,24.160 

SD, SE 

2640.0000, 1524.2100 

1476.2200, 852.2950 

1913.2300,731.0710 

5.8644,3.3858 

4.2129,2.4323 

5.9768, 2,4400 

MEDIAN 

3464.340 

3305.290 

3384.820 

19.195 

29.760 

25.737 

MIN, MAX 

1320.700, 6571.330 

2513.870, 537Z890 

1320.700, 6571.330 

16.740, 27.900 

21573, 31.620 

16.740, 31.620 

5%, 95% 

1320.700,6571.330 

2513.870.5372.890 

1320.700,6571.330 

16.740,27.900 

23.573,31,620 

16.740,31.620 


' Overall values cakulatedby first averaging the results across visits within a subject, then calculating Hie descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper limit of the 
BLQ (e.g., '<1.234' will be used as T.234') for the averages across visits within a subject thus eliminatig all BLQ values for the overalls!alistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OFEXPOSURE BY TIMEPOINT AND OVERALL 
(Page 65 of 7) 


Biinnaiker: Nicotine Gluruonide tTimol/me Crcatin) 

Ttmepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

1 

1 

2 


MEAN, GEO MEAN 

2.478, 1.628 

3.022,2.636 

2.750,2.071 

0.011,0.011 

0.014,0.014 

0.013,0.012 


SD.SE 

2.3928, 1.3815 

1.6021,0.9250 

1.8455,0,7534 

NA, NA 

NA, NA 

0.0021,0.0015 


MEDIAN 

1.864 

3.809 

2.837 

0.0 U 

0.014 

0.013 


MIN, MAX 

0.452, 5.118 

LI79, 4.079 

0.452 5,118 

0.011.0.011 

0.014,0.014 

0.011, 0014 


5%, 95% 

0.452,5.118 

1.179.4.079 

0.4525.118 

NA, NA 

NANA 

0.011,0.014 


BLQ Values Included 

0 

0 

0 

1 

1 

2 

Week 2 

N 

3 

3 

6 


2 

2 


MEAN, GEO MEAN 

3.716, 3.439 

2965,2.868 

3541,3.141 


0.036,0.036 

0.036,0.036 


SD,SE 

1.8604, 1.0741 

0,8736,0.5044 

1.3634,05566 


0.0042,0.0030 

0.0042, 0.0030 


MEDIAN 

2.941 

3.310 

3.126 


0.036 

0.036 


MIN. MAX 

2.369.5.839 

1.972.3.614 

1.972 5.839 


0.033,0.039 

0,033,0039 


5%, 95% 

2.369,5,839 

1.972,3.614 

1.972 5.839 


0.033,0.039 

0.033,0.039 


BLQ Values Included 

0 

0 

0 


2 

2 

Week 3 

N 

2 

3 

5 

2 

2 

4 


MEAN, GEO MEAN 

2.936, 2.263 

3.107,2733 

3.039,2535 

0.015,0.014 

0.015,0.014 

0.015,0.014 


SD,SE 

16439, 1.8695 

1.7805, 1.0280 

1,8280,0.8175 

0.0057.0.0040 

00085,0.0060 

0.0059,0.0029 


MEDIAN 

2.936 

3.022 

3.022 

0.015 

0.015 

0.015 


MIN, MAX 

1.066,4.805 

1.371,4.929 

1,066,4.929 

0.011,0.019 

0,009,0.021 

0.009,0.021 


5%, 95% 

1.066,4.805 

1.371,4.929 

1.066,4.929 

0.011,0.019 

0.009,0.021 

0.009,0.021 


BLQ Values Included 

0 

0 

0 

2 

2 

4 

Overall’ 

N 

3 

3 

6 

3 

3 

6 


MEAN, GEO MEAN 

2.952,2547 

3.032,2783 

2.992,2.662 

0.014,0.013 

0,025,0.024 

0.019,0.018 


SD.SE 

2.0181,1.1652 

1.3568,0.7833 

15386,0.6281 

0.0046,0.0027 

0.0069,0.0040 

0.0081,0.0033 


MEDIAN 

2117 

3.482 

2800 

0.011 

0.021 

ao2o 


MIN, MAX 

1.486,5.254 

1507,4.106 

1.486,5,254 

0.011,0.019 

0.021,0.033 

0.011,0.033 


5%, 95% 

1.486,5.254 

1507,4.106 

1.486,5.254 

0.011,0.019 

0.021,0.033 

0.011,0.033 


‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. CountofBLQ values does not apply as the BI.Q values were converted to the tipper limit of the 
BLQ (e.g., '<1.234' will be used as 1 1-234 1 ) for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 66 of?) 


Timepoinc 



Smokers 



Noil-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Weak l 

N 

3 

3 

6 

3 

2 

5 


MEAN. GEO MEAN 

13071.900,6498.190 

13773,200, 13119.300 

13422.600,9233.170 

17.169, 16.468 

17,412,15.500 

17.266,16.074 


SD,SE 

11737.1000, 6776,4200 

5506.3000,3179.0700 

8208.4800,3351.1000 

6.0729,3.5062 

11.2168,7.9315 

7.0648,3.1595 


MEDIAN 

14233.800 

10987.200 

12610.500 

16116 

17.412 

16116 


MIN, MAX 

797.096,24184.869 

10216.584,20115.725 

797.096,24184.869 

11.692,23.700 

9.480,25.343 

9.480,25.343 


5%, 95% 

797.096,24184900 

10216.600,20115.700 

797.096,24184,900 

11,692,23.700 

9.480,25.343 

9.480,25.343 


BLQ Values Included 

0 

0 

0 

3 

2 

5 

Week 2 

N 

3 

3 

6 

4 

3 

7 


MEAN, GEO MEAN 

12636.600,8989.660 

13934,500, 13447.500 

I3285.SOO, 10994.900 

17.795, 17.207 

19.263,17.114 

18.424,17.167 


SD, SE 

9131.5200,52710800 

4577.3700,2642.7400 

6499.2400,2653.3000 

5.2448, 2.6224 

9.7891, 5.6517 

6.8053,25722 


MEDIAN 

15906.200 

13037,400 

14471.800 

17.499 

22.713 

21.725 


MEN, MAX 

2320.420, 19683.264 

9872.082,18893.985 

2320.420,19683.264 

13.272,22.910 

8.216,26.860 

8.216, 26.860 


5%, 95% 

2320,420, 19683.300 

9872.080,18894.000 

2320.420, 19683.300 

13.272,22.910 

8.216.26.860 

8.216,26.860 


BLQ Values Included 

0 

0 

0 

4 

3 

7 

Week 3 

N 

2 

3 

5 

3 

3 

6 


MEAN, GEO MEAN 

9852.460,2562.480 

11811.600,11287.300 

11027.900,6237.610 

17.812,17.448 

12.140,11.974 

14.976,14,454 


SD, SE 

13454.0000,9513.3900 

4052.3300,2339.6200 

7390.1600, 3304.9800 

4.5365,2.6192 

2.4911, 1.4382 

4.5130,1.8424 


MEDIAN 

9852.460 

12845.600 

12845.600 

16.306 

11.613 

14.536 


MIN, MAX 

339.066, 19365.855 

7342.419, 15246.725 

339.066. 19365.855 

14.220,22.910 

9.954,14.852 

9.954,22.910 


5%, 95% 

339.066.19365,900 

7342.420,15246.700 

339.066,19365.900 

14.220,22.910 

9.954,14.852 

9.954,22.910 


BLQ Values Included 

0 

0 

0 

3 

3 

6 

Overall' 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

12433.400,7153.010 

13173.100,12666.900 

12803.200,9518,730 

17.802,17,491 

16.429,15.218 

17.115, 16315 


SD, SE 

10221.2000,5901.2200 

4535.8300,2618.7600 

7083.9900,2892,0300 

3.9046, 1.9523 

7.1309,3.5655 

5.3727,1.8995 


MEDIAN 

15070000 

12290100 

13680100 

16.980 

16235 

16.980 


MIN, MAX 

1152.190,21078.000 

9143.700,18085.500 

1152.190,21078.000 

14.536,22.713 

9.217,24.028 

9.217,24.028 


5%, 95% 

1152.190,21078.000 

9143.700, 18085.500 

1152.190,21078.000 

14,536,22.713 

9.217,24.028 

9.217,24.028 


Overall values calculated by first averaging the results across visits within a subject, then calculating live descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper limit of die 
BLQ(e.g., ’<1.234' will be used as T.234') for the averages across visits within asubject thus elimiualig all BLQ values fot the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 67 of?) 


Biomarkcn Coiinine Glunionide (nmol/mg Creatin) 


Thnepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week! 

N 

3 

3 

6 

3 

2 

5 


MEAN, GEO MEAN 

8.559,4.473 

I0.8S5.10.002 

9.727,6.689 

0.009,0.009 

0.019,0017 

0.013,0012 


SD.SE 

8.1809,4.7232 

4.8224,2,7842 

6.1408,25070 

0.0025,0.0015 

0.0092,0.0065 

0.0070,0.0031 


MEDIAN 

8.030 

12.975 

10.503 

0.009 

0.019 

0.012 


MIN, MAX 

0.656,16.992 

5.382,14.329 

0.656,16.992 

0.007,0.012 

0.012, 0.025 

0.007,0.025 


5%, 95% 

0.656,16.992 

5.382, 14.329 

0.656,16.992 

0.007,0.012 

0.012, 0.025 

0.007,0.025 


BLQ Values Included 

0 

0 

0 

3 

2 

5 

Week 2 

N 

3 

3 

6 

4 

3 

7 


MEAN, GEO MEAN 

10.188,7.646 

10.396,9.817 

10.292, 8.664 

0.010,0.009 

0.017,0.015 

0.013,0.011 


SD.SE 

7.6652, 4.4232 

3.8935,2.2479 

5.4364 2.2194 

0.0045, 0.0023 

0.0105,0.0061 

0.0079,0.0030 


MEDIAN 

10.399 

11.956 

11.178 

0.010 

0.017 

0.010 


MIN, MAX 

2.423, 17.741 

5.964, 13.267 

2.423,17.741 

0.005,0.016 

0.007, 0.028 

0.005,0.028 


5%, 95% 

2.423, 17.741 

5.964,13.267 

2.423,17.741 

0.005,0.016 

0.007, 0028 

0.005,0.028 


BLQ Values Included 

0 

0 

0 

4 

3 

7 

Week 3 

N 

2 

3 

5 

3 

3 

6 


MEAN, GEO MEAN 

8.121,3.076 

10.620,9.613 

9.621,6.094 

0.013,0.013 

0.013,0.012 

0.013,0.013 


SD r SE 

10.6292, 7,5160 

5.0463, 2.9135 

6.5461,2.9275 

0.0038,0.0022 

0.0044,0.0025 

0.0037,0.0015 


MEDLAN 

8.121 

12.366 

12.366 

0.015 

0,015 

0.015 


MIN, MAX 

0.605, 15.637 

4933,14.562 

0,605,15.637 

0.009,0.016 

0.008,0.016 

0.008,0.016 


5%, 95% 

0.605, 15.637 

4.933.14562 

0.605, 15.637 

0.009,0.016 

0.008,0.016 

0.008,0.016 


BLQ Values Included 

0 

0 

0 

3 

3 

6 

Overall* 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

9.078,5.749 

10.637,9.833 

9.857,7.519 

0.011,0.010 

0.017,0.016 

0.014,0.013 


SD, SE 

7.7819,4.4929 

4,5283,2.6144 

5.7580,2.3507 

0.0026,0.0013 

0.0059,0.0030 

0.0055,0.0019 


MEDIAN 

9.215 

12.869 

11.042 

0.011 

0.019 

0.013 


MIN, MAX 

1228. 16.790 

5.426. 13.616 

1.228,16.790 

0.007,0.013 

0.009,0.022 

0.007.0.022 


5%, 95% 

1,228,16.790 

5.426, 13.616 

1.228, 16.790 

0.007, 0.013 

0.009.0,022 

0.007,0.022 


‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does no( apply as the BLQ values were convened to Die upper limit of ihe 
BLQ(e.g., '<1.234' will be used as T.234') for ihe averages across visits within a subject thus eliminaiig all BLQ values for the overall statistics. 


Project Nuntor: 12226-9450 Created on 18MAR02 at 08:53 Printed on Tuesday, Maroh 26, 2002 at 2:12 PM Page 57 of 105 


Source: https://www.industrydocuments.ucsf.edu/docs/yxnj0001 




PM3003565044 



TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BTOMARKFRS OF F,XPOSURE BY TiMEPOINT AND OVERALL 
(Page 68 of ?) 


Biomarken Cotinine Gluruonide (nmol/Ll 


Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

3 

2 

5 


MEAN, GEO MEAN 

12408.6,5242.0 

6026.8, 5740,5 

9217.7,5485.6 

7.9.7.9 

7.9,7.9 

7.9.7.9 


SD,SE 

13952.70,8055.59 

2211.40,1276.75 

9594.01,3916.74 

0.00,0.00 

0.00,0.00 

0.00,0.00 


MEDIAN 

S840.9 

6081.3 

7145.9 

7.9 

7.9 

7.9 


MIN, MAX 

586.1,27798.7 

3788.7,8210.5 

586.1,27798.7 

7.9,7.9 

7.9,7.9 

7.9,7.9 


5%, 95% 

5S& 1,27798.7 

3788.7, 8210,5 

5861,27798.7 

7.9, 7.9 

7.9, 7.9 

7.9, 7.9 


BLQ Values Included 

0 

0 

0 

3 

2 

5 

Week 2 

N 

3 

3 

6 

4 

3 

7 


MEAN, GEO MEAN 

12629.9,7483.0 

5993.1,5690.5 

9311.5,6525.5 

7.9,7.9 

7.9,7.9 

7.9,7.9 


5D,SE 

10235.50,5909.49 

2451.58,1415.42 

7584.50,3096.36 

0.00,0.00 

0.00,0.00 

0.00,0.00 


MEDIAN 

15442.9 

4985.9 

6886.9 

7.9 

7.9 

7.9 


MIN, MAX 

1282.0,21164.8 

4205.6, S7S7.9 

1282.0,21164.8 

7,9,7.9 

7.9,7.9 

7.9,79 


5%, 95% 

1282.0,21164.8 

4205.6, S7S7.9 

1282.0.21164.8 

7.9,7.9 

7.9,7.9 

79,7.9 


BLQ V alues Included 

0 

0 

0 

4 

3 

7 

Week 3 

N 

2 

3 

5 

3 

3 

6 


MEAN, GEO MEAN 

6369.9.1752,1 

5670.4, 5581.6 

5950.2,3511.4 

7.9,7,9 

7.9,7.9 

79,7,9 


SD.SE 

8660.93,6124.20 

1262.84,729.10 

4438.14,1984.80 

0.00,0.00 

0.00,0.00 

0.00,0.00 


MEDIAN 

6369.9 

5243.1 

5243.1 

7.9 

7.9 

7,9 


MIN, MAX 

245.7,12494.1 

4676,7,7091.5 

245.7,12494.1 

7.9.79 

7.9,7.9 

7.9,79 


5%, 95% 

245.7.12494.1 

4676.7,7091.5 

245.7. 12494.1 

7.9.7.9 

7.9,7.9 

7.9.7.9 


BLQ Values Included 

0 

0 

0 

3 

3 

6 

Overall" 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

11110.8,5596.2 

5896.8,5707,7 

8503.8,5651.7 

7.9, 7,9 

7.9.7.9 

7.9,7.9 


SD,SE 

9930.88,5733.59 

1894.02, 1093.51 

7002.82,2858.S9 

0.00,0.00 

0.00,0.00 

0.00, 0.00 


MEDIAN 

12141.9 

5248.0 

6639.0 

7.9 

7.9 

7.9 


MIN. MAX 

704.6.20485.9 

4412A 8030.0 

704.6.204S5.9 

7.9,7.9 

7.9,7.9 

7.9,79 


5%, 95% 

704,6,20485.9 

4412.5,8030.0 

704.6,20485,9 

7.9,7.9 

7.9,7.9 

7.9,7.9 


‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the tipper limit of the 
BLQfe.g., '<1.234' will be used as T.234 1 ) for the averages across visits within a subject thus ellrainatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 69 of?) 


Bjomartec 3-hydroxyccitiilim! glucuronideCnrool/L) 


Timcpoint 



Smokers 



Non-Smokers 


Statistic 

Mole 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

i 

1 

2 


MEAN, geo mean 

2967.6, 2577.2 

3491.0, 3364.4 

3229.3,2944.6 

12.6, 12.6 

23.5,23.5 

18.1,17.2 


SD, SE 

1587.37,916.47 

1069.44, 617.44 

1244.01,507.87 

NA, NA 

NA, NA 

7.71, 5.45 


MEDIAN 

3869.9 

4093.9 

3884.0 

12.6 

23.5 

18.1 


MIN, MAX 

1134.7,3898.1 

2256.2, 4122.8 

1134.7, 4122.8 

12.6, 12.6 

23.5,23.5 

12.6,215 


5%, 95% 

1134.7,3898.1 

2256.2,4122.8 

1134.7, 4122.8 

NA, NA 

NA, NA 

12.6, 23.5 


BLQ Values Included 

0 

0 

0 

0 

0 

0 

Week 2 

N 

3 

3 

6 

1 


1 


MEAN, GEO MEAN 

5047.3, 4630.8 

2475.6,2404.6 

3761.5, 3336.9 

14.3,14.3 


14,3,14.3 


SD, SE 

2322,19,1340.72 

758.18, 437.73 

2090.68, 853.52 

NA, NA 


NA, NA 


MEDIAN 

5439.6 

2146.2 

294S.4 

14.3 


14,3 


MIN r MAX 

2553.9,7148.3 

1937.9, 3342.8 

1937.9,7148.3 

14.3, 14.3 


14.3,14.3 


5%. 95% 

2553,9, 7148.3 

1937.9.3342.8 

1937.9,7148.3 

NA, NA 


NA, NA 


BLQ Values Included 

0 

0 

0 

0 


0 

Week 3 

N 

2 

3 

5 





MEAN, GEO MEAN 

1746.4, 932,8 

2906.2,1703.6 

24423, 1338.9 





SD, SE 

2087.94, 1476.40 

3474.95,2006.26 

2744.27, 1227.28 





MEDIAN 

1746.4 

1240.5 

1240.5 





MIN. MAX 

270.0,322Z8 

577.6, 6900.4 

270.0,6900.4 





5%, 95% 

270.0,3222,8 

577.6, 6900,4 

270.0,6900.4 





BLQ Values Included 

0 

0 

0 




Overall' 

N 

3 

3 

6 

X 

1 

2 


MEAN, GEO MEAN 

3671.8,3122.2 

29S7.6, 2709.5 

3314.7,2908.5 

13.5, 115 

215,215 

18.5, 17.8 


SD, SE 

2141.75, 1236.54 

1586.08,915.72 

1730.35,706.41 

NA.NA 

NA, NA 

7.07,5.00 


MEDIAN 

4186.8 

2212.8 

3199.8 

13.5 

23.5 

18.5 


MIN, MAX 

1319.5,5509.1 

1881.0,4779.0 

1319.5,5509.1 

13.5,13,5 

23.5,23.5 

13.5,23.5 


5%, 95% 

1319.5,5S09.1 

1881.0,4779.0 

13195,5509.1 

NA, NA 

NA, NA 

13.5,23.5 


’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply ns the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234’ will be used at *1.234') fertile averages across visits within a subject thus elirninatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT .AND OVERALL 
(Page 70 of?) 


Biomarker 3-hvdroxycotinine glucuronide (ntnol/24hr) 



* 


Smoker; 



Non-Smokers 


Timepoint 

Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

3 

3721,690,3194.770 
2361.0700, 1363.1600 
3391.350 

1543.192.6230.539 

1543.190.6230.540 

0 

3 

810S.770,7688.830 
3333.5000,19246000 
6926.300 

5527.690,11872.310 
5527.690,11872.300 

0 

6 

5915.230,4956.210 
3528.2700. 1440.4100 
5879.110 

1543.192, 11872.310 

1543.190, 11872.300 

O 

1 

16.758, 16.758 

NANA 

16.758 

16.758, 16.758 

NA, NA 

0 

1 

76.37S, 76.375 

NANA 

76.375 

76.375,76.375 

NA NA 

0 

2 

46.567.35.776 
42.1556,29.8085 

46.S67 

16.758,76.375 

16.758,76.375 

0 

Week 2 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

57b, 95% 

BLQ Values Included 

3 

5681.380,5563.190 
1472.3600,850.0660 
505S.830 

4622.559, 7362.749 

4622.560, 7362.750 

0 

3 

6271,350.5681320 
3564.4500,2057.9300 
4614.330 

3837.042,1036Z6S0 
3837.040,10362.700 

0 

6 

5976.360.5622.440 
2460,4200,1004.4600 
4840.690 

3837.042, 10362.680 
3837.040. 10362.700 

0 

1 

24.024,24.024 

NA, NA 

24.024 

24.024,24.024 

NANA 

0 


1 

24.024,24.024 

NA, NA 

24.024 

24.024,24.024 

NA, NA 

0 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

BLQ Values Included 

2 

26S3.970, 1364.280 
3268.7700,2311.3700 
2683.970 

372.600, 4995.340 
372.600,4995,340 

0 

3 

6826.630,3445.090 
8773.2300,5065.2300 
2667.080 

906.832,16905.980 
906.832,16906.000 

0 

5 

5169.570,2378.380 
6804.7400,3043.1700 
2667.080 

372.600,16905.980 

372.600, 16906.000 

0 




Overall” 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

3 

4485.980,4049.170 
2308.6000, 1332.8700 
4481.840 

2179.450,6796.640 
2179.450, 6796.640 

3 

7068.920,6006.500 
5180.6500.2991.0500 
4269.700 

3890,060,13047.000 
3890.060. 13047.000 

6 

5777.450,4931.670 
3856.0300, 1574.2200 
4375.770 

2179.450, 13047.000 

7.179.450, 13047.000 

I 

20.391,20.391 

NA, NA 

20.391 

20.391,20.391 

NA, NA 

1 

76.375,76.375 

NA, NA 

76.375 

76.375,76.375 
NANA 

2 

48.383, 39.463 

39.5867,27.9920 

48.383 

20.391,76.375 

20.391,76.375 


* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values docs not apply as tlie BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234'will be used as '1.2341 forthe averages across visits within a subject thus elirainatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page71of 7) 


Biomarker: 3-hvdroxvcotinine alucuronide (nmol/mg Creatin) ____ 

Timepoinl 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

1 

i 

2 


MEAN, GEO MEAN 

2.390, 2.200 

7.202 5.862 

4.796,3.591 

0.007,0.007 

0.055,0.055 

0.031,0.020 


SD, SE 

1.1220,0.6478 

5.9063,3,4100 

4.6266,1.8888 

NA,NA 

NANA 

(JL0339. 0.0240 


MEDIAN 

2.383 

3.938 

3.582 

0.007 

0.055 

0.031 


MIN, MAX 

1.271, 3.515 

3.648,14.020 

1.271,14.020 

0.007,0.007 

0,055,0.055 

0,007,0.055 


5%, 95% 

1.271,3.515 

3.648,14.020 

1.271,14.020 

NA,NA 

NA NA 

0.007, 0.055 


BLQ V alues Included 

0 

0 

0 

0 

0 

0 

Week 2 

N 

3 

3 

6 

1 


1 


MEAN, GEO MEAN 

4.734,4.732 

5.261,4.148 

4.998,4.431 

0.009,0.009 


0.009,0.009 


SD, SE 

0.1509,0.0871 

4.5860,2.6477 

29163,1.1906 

NA.NA 


NA, NA 


MEDIAN 

4.814 

2920 

4.687 

0.009 


0.009 


MIN, MAX 

4.560, 4.828 

2.318,10545 

2318,10.545 

0.009,0.009 


0.009, 0.009 


5%, 95% 

4.560,4,828 

2318, 10545 

2318,10545 

NANA 


NA, NA 


BLQ V alucs Included 

0 

0 

0 

0 


0 

Week 3 

N 

2 

3 

S 





MEAN, GEO MEAN 

2,350,1.63S 

6.477,2.934 

4.826,2324 





SD, SE 

2.3822, 1.6845 

85405, 4.9308 

65574,2.9326 





MEDIAN 

2350 

2547 

2547 





MIN, MAX 

0.665, 4.034 

0.609,16.275 

0.609,16,275 





5%, 95% 

0.665,4.034 

0.609,16.275 

0.609,16.275 





BLQ Values Included 

0 

0 

0 




Overall' 

N 

3 

3 

6 

1 

1 

2 


MEAN, GEO MEAN 

3.360,3.251 

6.313,4540 

4,837, 2842 

0.008, 0008 

0.055, 0.055 

0:032 0.021 


sd.se 

0.9896,0.5713 

6.3393,3.6600 

4.3685,1.7834 

NA, NA 

NA. NA 

0.0332,0.0235 


MEDIAN 

3.659 

3.135 

3.397 

0.008 

0.055 

0.032 


MIN, MAX 

2.255,4.165 

2.192 13.613 

219213.613 

0.008, 0.008 

0:055, 0.055 

0.008,0.055 


5%, 95% 

2255,4.165 

2192,13.613 

2192,13.613 

NA, NA 

NANA 

0.008,0,055 


’ Overall values calculaled by first averaging the result across visits within a subject, then calculating tic descriptive statistira across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., ’<1.234' will be used as '1.234') for the averages across visits within a subject tlras eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 72 of?) 


Biomaiker. Total NNAL(i)c/mL) 

Timepobt 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

17 

32 

49 

30 

36 

66 


MEAN, GEO MEAN 

532.4,308.3 

554.4,360.2 

546.8,341.2 

13.7,7.5 

6.0, 6.0 

9.5,67 


SD.SE 

500.33,121.35 

459.43,81.23 

468.94, 66.99 

33.35,609 

0.17,0,03 

22.61, 2,78 


MEDIAN 

445.5 

484.0 

475.2 

6.0 

6.0 

6.0 


MIN, MAX 

6.0, 1773.9 

13.5, 2045.7 

60,2045.7 

6.0,185.7 

6,0,7.0 

6.0,185.7 


5 %, 95% 

6.0,1773.9 

16.5,1604.2 

16.5, 1604.2 

6.0.47.3 

6.0, 6.0 

6.0, 8.8 


BLQ Values Included 

1 

0 

1 

24 

35 

59 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

427.5,286.6 

626.3,425.9 

552.8,367.9 

7.5, 6.6 

7,2,66 

7.4, 6,6 


SD.SE 

313.45,76.02 

557.17,103.46 

487.35,71.86 

7.53,1,38 

4.68,0.78 

6,09, 0.75 


MEDIAN 

415.9 

482.0 

4266 

6.0 

60 

60 


MIN, MAX 

6.0, 1235.3 

30.5,2223,3 

6.0,2223.3 

6.0,47.3 

6.0,31.4 

6.0,47.3 


5%, 95% 

6.0, 1235.3 

53.0,1842.9 

53.0,1721.9 

60,8.6 

6.0,17.7 

6.0, 11.9 


BLQ Values Included 

1 

0 

1 

26 

33 

59 

Overall" 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

486.9,321.5 

573.7, 393.7 

542.5, 366.0 

10.6,7.3 

6.6, 6.4 

8.4,6.8 


SD t SE 

362.20, 85.37 

462.07,81.68 

427.04,60.39 

17.77,3.24 

2.34,0.39 

12.16.1.50 


MEDIAN 

385.6 

453.3 

433.9 

6.0 

6.0 

6.0 


MIN, MAX 

6.0, 1230.7 

22.0,1663.1 

6.0,1663.1 

6.0,95.9 

6.0,18.7 

6.0,95.9 


5%, 95% 

60, 1230.7 

34.8,1653.7 

34.8,1471.5 

6,0,47.3 

6.0,11.9 

6.0, 11,9 


* Overall values calculated by fust averaging die results across visits within a subject, then calculating tlic descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '-cl.234' will be used as T.234 1 ) for the averages across visits within a subject thus eliminatlg all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 73 of ?) 


Biomarkcn Total NNAL (pjnoI/L) 

Time point 



Smokers 



Nnn-Smnkers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Weekl 

N 

17 

32 

49 

30 

36 

66 


MEAN, GEO MEAN 

2544.7, 1473.7 

2650.1, 1721.5 

2613.5, 1631.1 

65.3,35.9 

28,8,28.8 

45.4, 31.8 


SD, SE 

2391.57,580.04 

2196.31,338.26 

2241.53,320.22 

159.42,29.11 

0,80,0.13 

108.05, 13.30 


MEDIAN 

2129.5 

2313.3 

2271.5 

28.7 

28.7 

28.7 


MIN, MAX 

28.7, 8479.2 

64.5,9778.4 

28.7,9778.4 

28.7, 887.6 

28.7, 33.5 

28.7, 887.6 


5%, 95% 

28.7,8479.2 

78.9,7668.1 

78.9,7668.1 

28.7,226.1 

28.7,28.7 

28.7,42.1 


BLQ Values Included 

1 

0 

1 

24 

35 

59 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

2043.4, L370.0 

2993.7,2035.8 

2642.5, I75S.6 

36.1,31.5 

34.4, 31.6 

35.2, 31.5 


SD, SE 

1498.29, 36339 

2663.28, 494.56 

2329.54,343.47 

36.01,6.57 

22.35,3.73 

29.12,358 


MEDIAN 

1988.0 

2304.0 

2038.9 

28.7 

28.7 

28.7 


MIN, MAX 

28.7.5904.7 

145.8. 10627.4 

28.7, 10627.4 

28.7,226.1 

28.7.150.1 

23.7,226.1 


5%, 95% 

28.7,5904.7 

253.3,8309.1 

253.3, 8230.7 

28.7,41.1 

28.7, 84,6 

28.7,56.9 


BLQ Values Included 

1 

0 

1 

26 

33 

59 

Overall* 

N 

IS 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

2327.4,1536.6 

2742.2,1881.7 

2592.9,1749.1 

50.7,34.9 

31.6,30.6 

40,3,32.5 


SD, SE 

1731.30,408.07 

2208.67,390.44 

2041.22, 288.67 

84.92, 15.50 

11.17, 1.86 

58.10.7.15 


MEDIAN 

1843.1 

2166.6 

2074.0 

28.7 

28.7 

28.7 


MIN, MAX 

28.7,5882.5 

105.2, 7949.4 

28.7,7949.4 

28.7, 458.2 

28.7, 89.4 

28.7,458.2 


5%, 95% 

28.7,5882.5 

166.1,7904.4 

166.1,7033.6 

28.7,226,1 

28.7,56.7 

28.7,56.7 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1,234' will be used as 'L234 1 ) for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY T1MEPOINT AND OVERALL 
(Page 74 of?) 


Biomaiken Free NNALfoe/roL) 

Time point 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week I 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

121.7,84.9 

166.0,120.8 

150.0,106.4 

6.5,6.2 

6.3,6.2 

6.4,6.2 


SD.SB 

83.64,19.71 

116.66,20.62 

107.23,15.16 

2.61,0.48 

0.92,0.15 

1.87,0.23 


median 

127.5 

150.8 

136,4 

6.0 

6.0 

6.0 


MIN, MAX 

6.0, 333.0 

6.0, 48 45 

60,4845 

60, 20.3 

6.0, 9.6 

6.0. 7A3 


5%, 95% 

6.0. 333.0 

11.4,463.9 

11.4,347.9 

6.0,6.0 

6.0,9.6 

60,8.5 


BLQ Values Included 

1 

1 

2 

29 

33 

62 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

122.7,89.1 

183.8,149.3 

161.2,123.5 

8.7,7.1 

6.1,61 

7.3,65 


SD, SE 

81.19,19.69 

118.10,21.93 

109.14,16.09 

9.14,1.67 

0.75,0.13 

6.26,0.77 


MEDL4N 

134.6 

160.8 

144.2 

6.0 

6.0 

6.0 


MIN. MAX 

6.0,290.8 

28.2, 485.1 

6.0.485.1 

6.0,42.4 

6.0,10.5 

6.0,42.4 


5%, 95% 

6.0,290.8 

45.6,411.9 

28.2, 405.1 

6.0,40.7 

6.0,6.0 

6.0,10.5 


BLQ Values Included 

1 

0 

1 

27 

35 

62 

Overall* 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

122.7,92.8 

171.2,135.6 

153.7, 118.3 

7.6,6.9 

6.2,62 

6.8,6.5 


SD.SE 

68.42,16.13 

112.66,19.92 

101.02,14.29 

4.69,0.86 

0.59,0.10 

3.24,0.40 


MEDIAN 

135.9 

152.1 

138.9 

6.0 

6.0 

6.0 


MIN, MAX 

6.0,233.8 

17.1,474.5 

6.0,474.5 

6.0,24.2 

6.0,8.3 

6.0,24.2 


5%, 95% 

6.0,233.8 

28.5,444.8 

20.9,351.6 

6.0,23.4 

6.0,7.8 

6.0, 11.4 


’ Overall values calculated by fust averaging the results across visits within a subject* then calculating the descriptive statistics across subjects. Count of BLQ values does net apply as the BLQ values were converted to the upper limit of tire 
BLQ (e.g., '<! .234' will be used as '1.234 1 ) for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 


Project Number: 12226-8450 Craated on 18MAR02 at 08:53 Printed on Tuesday, March 26, 2002 at 2:12 PM 


Page 74 of 105 


Source: https://www.industrydocuments.ucsf.edu/docs/yxnj0001 



PM3003565051 



TABLE 14.4-2 


Biomarket: Free NNAL(pmol/L) 


STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 

OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEFOINT AND OVERALL 
(Page 75 of?) 






Smokers 



Non-Smokers 


Timepoint 

Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week l 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

581.6,405.8 

793.5,577.7 

717.2, S08.7 

31.0, 29.9 

30:0129.7 

30.4,29.8 


SD,SE 

399.78,94.23 

557.62,98.57 

512.56,72.49 

12.47, 2.28 

4.39,0.73 

8.94,1,10 


MEDIAN 

609.5 

720.6 

652.0 

28.7 

28.7 

28.7 


MIN, MAX 

28.7, 1591.7 

28.7,2315.9 

28.7,2315.9 

28.7, 97.0 

28.7, 45.9 

28.7,97.0 


5%, 95% 

28.7, 1591.7 

54.5,2217.4 

54.5, 1663.0 

28.7. 28.7 

28.7, 45.9 

28.7,40.6 


BLQ Values Included 

1 

1 

2 

29 

33 

62 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MR AN 

586.3, 426.0 

878.5,714.7 

770.5,590.3 

41.7, 33.8 

29,3,29.1 

34.9, 31.2 


SD, SE 

383.07, 94.12 

56450, 104.82 

521.68, 76 92 

43.66, 7.97 

3.58, 0.60 

29.94, 3.69 


MEDIAN 

643.4 

768.6 

689.0 

28.7 

28.7 

28.7 


MIN, MAX 

28.7,1390.0 

134.8,2318.8 

28.7,2318.8 

28.7,202,7 

28.7,50.2 

28.7, 202.7 


5%, 95% 

28.7,1390.0 

218.0,1968.9 

134.8, 1936.4 

28.7, 194.5 

28.7,28.7 

28.7,50.2 


BLQ Values Included 

1 

0 

1 

27 

35 

62 

Overall" 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

58G.6, 443.3 

8184), 648.1 

734.7,565.3 

36.4, 33.0 

29.6,29.5 

32.7,31.1 


SD, SE 

327.02, 77.08 

538.54, 95.20 

482.89,68.29 

22.37,4.08 

2.77, 0.46 

15.45.1.90 


MEDIAN 

649.5 

7267 

663.9 

28.7 

28.7 

28.7 


MIN. MAX 

28.7,1117.6 

81.8,2268.1 

28.7,2268.1 

28.7,115.7 

28.7,39.5 

28.7,115.7 


5%, 95% 

28.7,1117.6 

1363,2126.2 

99.9,1680.7 

28.7,111.6 

28.7,37.3 

28.7,54.3 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper limit of the 
BLQ (e.g, '<1.234' will be used as ’1.234') for the averages across visits wliltitl a subject thus cltminatig all BLQ values tor the overall statisiies. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 76 of?) 


Biomarket: Total Nicotine fnghnL) 


Timepoint 

* 


Smokere 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week t 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

1588.4,986.2 

1626.2,879.4 

16126,916.5 

3.8,1,9 

1.2,1.1 

2.4, 1.4 


SD.SE 

1414.79,333.47 

1794.81,317.28 

1653.11,233.78 

6.34, 1.16 

0.76,0.13 

4.47,0.55 


MEDIAN 

1284.7 

850.1 

1000.4 

1.0 

1.0 

1.0 


MIN, MAX 

IS. 7, 5625.0 

42.3, 8096.4 

15.7, 8096,4 

1.0, 23.2 

1.0,5.4 

1.0, 23.2 


5%, 95% 

15.7, 5625.0 

88.4,5070.3 

88.4,5070.3 

1.0.226 

10,21 

1.0. 8.8 


BLQ Values Included 

0 

0 

0 

15 

29 

44 

Week 2 

N 

IS 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

1772.2,1162.4 

1S07.8,1057.5 

1794-7,1094.9 

5.9, 1.7 

1.2,1.1 

3.3. 1.3 


SD,SE 

1309.83, 308.73 

2129.81,382.53 

1855.53,265.08 

22.05,4.03 

0.57,0.09 

14.92,1.84 


MEDIAN 

1350.6 

1096,3 

1304.2 

1.0 

1.0 

1.0 


MIN, MAX 

11.9,5120.6 

103.2.10733.1 

11.9, 10733.1 

1.0.122.3 

1.0,3.6 

1,0, 122.3 


5%. 95% 

11.9,5120.6 

151,2,6116.5 

151.2,5120,6 

10,6.8 

1.0,28 

1.0, 5.1 


BLQ Values Included 

0 

0 

0 

19 

32 

51 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

1439.8,874.6 

17115, 1202.2 

1611.1,1068,8 

1.9, 1.4 

U, 1.0 

1.4, 1.2 


SD, SE 

1095.85,265.78 

1316.61,244.49 

1234.16,181.97 

269,0.49 

0.20, 0.03 

1.86.0.23 


MEDIAN 

939.3 

1317.5 

1301.9 

1.0 

1.0 

1.0 


MIN, MAX 

9.6,3515.6 

51.2,4831.6 

9.6, 4831.6 

1.0,15.2 

1.0,21 

1.0, 15.2 


5%, 95% 

9.6,3515.6 

300.0, 46525 

253.9,3911.0 

10.5.9 

1.0, 1.4 

1.0,2.1 


BLQ Values Included 

0 

0 

0 

19 

33 

52 

Overall* 

N 

18 

32 

SO 

30 

36 

66 


MEAN, GEO MEAN 

1619.5, 1090.0 

1662.2,1039.5 

1646.9.1057.4 

3.9, 1.9 

1,1, 1.1 

24, 1.4 


SD, SE 

1100.15,259.31 

1630.41,288.22 

1449.86,205,04 

8.86,1.62 

0.40,0.07 

6.08,0.75 


MEDIAN 

1178.2 

1264.1 

121&9 

1.1 

1.0 

1.0 


MIN, MAX 

12.4,3783.9 

81.6,7887.0 

124,7887.0 

1.0, 48.6 

1.0,30 

1.0,48,6 


5%, 95% 

12.4,3783.9 

163.9,4037a 

163.9,3885.6 

1.0,13.0 

1.0,20 

10,4.5 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subpets. Count of BLQ values does not apply as the BLQ vakies were converted to the upper limit of the 
BLQ (e.g., '<1.234' will be used as ' 1.234 1 ) for the averages across visits within a sttbject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 77 of?) 


Biomarken Total Nicotine (ntnolIL) 


Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

9792.4,6080.2 

10025.6,5421.7 

9941.7,5650.1 

23.7,11.8 

7.5,6.9 

14.8, 8.8 


SD,SE 

8722.19,2055.84 

11065.00,1956.03 

10191.40, 1441.28 

39.08,7.14 

4.70, 0.78 

27.56,3.39 


MEDIAN 

7919,9 

5240.6 

6167.2 

6,2 

6.2 

6.2 


MIN, MAX 

96.8, 34678.1 

260.8, 49914.3 

96.8, 49914.3 

6.2,143.0 

62,33.3 

62, 1430 


5%, 95% 

96.8.34678.1 

545.0,31258.4 

545.0,31258.4 

6.2.139,3 

6.2, 12.9 

6.2,54.3 


BLQ Values Included 

0 

0 

0 

15 

29 

44 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

10925.7, 7166.2 

11145.3,6519.6 

11064.6 6750,1 

36.1,10.3 

7.2, 68 

20.4, 8.2 


SD, SE 

8075.10,1903.32 

13130.30,2358.27 

11439.30,1634.19 

135.96,24.82 

3.49,0.58 

92.00,11.32 


MRDTAN 

8326.5 

6758.7 

8040.4 

6.2 

6.2 

6.2 


MIN. MAX 

73.4,31568.5 

636,2,66169.6 

73.4,66169.6 

6.2,754.0 

6.2,22.2 

62, 754.0 


5%, 95% 

73.4,31568.5 

932.1,37708.2 

932.1,31568.5 

6.2,41.9 

6.2,17.3 

6.2, 31.4 


BLQ V alue 5 Included 

0 

0 

0 

19 

32 

51 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

8876.6,5391.8 

10551,6,7411.7 

9932.6, 6589.5 

11.8,8.7 

6.5,6.4 

8.9,7.4 


SD, SE 

6755.88.1638.54 

8116.90.1507.27 

7608.62,1121.83 

16.59.3.03 

1.20,0.20 

11.43,1.41 


MEDIAN 

5790.8 

8122.4 

8025.9 

6.2 

6.2 

6.2 


MIN, MAX 

59.2,21673.7 

315.6,29786.8 

59.2,29786.8 

6.2,93.7 

6.2,12.9 

6.2,93.7 


5%, 95% 

59.2,21673.7 

184925,28682.7 

1565.3,24111.3 

6.2,36.4 

6.2, 8.6 

6.2,12.9 


BLQ V alues Included 

0 

0 

0 

19 

33 

52 

Overall* 

N 

18 

32 

SO 

30 

36 

66 


MEAN, GEO MF.AN 

9984.2, 6720.3 

10247.7,6408.1 

10152.9,6518.8 

23.9,11.4 

7.1,6.8 

14.7,8.6 


SD.SE 

6782.43,1598.63 

10051.50,1776.88 

8938.40,1264.08 

54.66,9.98 

2.45,0.41 

37.52,4.62 


MEDIAN 

7263.5 

7793.0 

7502.2 

6.7 

6.2 

6.2 


MIN, MAX 

76.5,23327.7 

502.8,48623.6 

76.5,48623.6 

6.2,299.8 

62,18.3 

6.2, 299.8 


5%, 95% 

76.5,23327.7 

1010.2, 24889.6 

1010.2,23831.4 

6,2,79.9 

62,12,5 

62,28.0 


‘Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjem. Count of BLQ values does Tint apply as the BLQ vfllues were converted to the upper limit of the 
BLQfe.g., '<1.234' will be used as T.234 1 ) for the averages across visits within asubject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 78 of?) 


Biomarker, Total Cotinine (nj-.-'ml.) 


Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week I 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

3253,1, 1925.2 

3150.1,2046.6 

3187.2,2002.0 

45,2.3 

1.8,1.4 

3.0,1.8 


SD.SE 

3277.32,772,47 

2736.60,483.77 

2909.78, 411.50 

7.06,1.29 

1.75,0.29 

5.07,0.62 


MEDIAN 

1979.1 

2234,6 

2020.8 

1,5 

1.0 

1.0 


MIN, MAX 

31.6, 122505 

36.4, 12610.5 

31.6 126105 

L0, 35.5 

1.0.71 

1.0,35.5 


5%, 95% 

31.6, 12250.5 

348.7, 8279.7 

348.7,10113.6 

1.0,16.7 

1.0.6.7 

1.0, 10.7 


BLQ Values Included 

0 

0 

0 

11 

23 

34 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

3373.5,2173.6 

3802.3, 2490.0 

3644.7,2368.7 

5.2,2.4 

1.9,15 

3,4, 1.9 


SD.SE 

2964.30,698.69 

3672.50,659.60 

3403.71, 486.24 

7.93,1.45 

1.51,0.25 

5.66,0.70 


MEDIAN 

2387.9 

2731.6 

2690.9 

1.5 

1.0 

u 


MIN, MAX 

28.5,130122 

132.0, 18373.7 

28.5, 18373.7 

1.0,33.4 

1.0,5.8 

1,0,33.4 


5%, 95% 

28.5, 13012.2 

503.9,9222.8 

503.9,9222.8 

1.0,23.2 

1.0,55 

1.0,14.1 


BLQ Values Included 

0 

0 

0 

12 

21 

33 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

2794.4,1791.9 

3210-5, 2410.8 

3056.7,2160.4 

3.62.1 

15,1.3 

25,1.6 


SD.SE 

1879.15,455.76 

2211.83,410.73 

2083.46, 307.19 

6.18, 1.13 

1.50,0.25 

4.4tt 0.54 


MEDIAN 

2377.4 

2429.1 

2403.3 

1.4 

1.0 

1.0 


MIN, MAX 

20.4,5701.3 

279.8,7919-1 

20.4,7919.1 

1.0,33.8 

1.0, 8.8 

1.0, 33.8 


5%, 95% 

20.4,5701.3 

540.2,7304.4 

390.5,6761.2 

1.0,11.7 

1.0.45 

1.0, 6,2 


BLQ Values Included 

0 

0 

0 

14 

26 

40 

Overall* 

N 

IS 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

3167.0,2117.4 

3306.6,2322.6 

3256.3,2246.5 

4.4,25 

1.7, 1.4 

3.0.1.9 


SD.SE 

2358.10,555.81 

2691.91, 475.87 

2553.08,361.06 

5.89,1.07 

1.38,0.23 

4.28,0.53 


MEDIAN 

3091.3 

2198.6 

2699.1 

1.8 

1.1 

1.2 


MIN, MAX 

26.8,9891.3 

149.4,12581.8 

26.8,12581.8 

1.0,27.1 

1.0, 6.9 

1.0,27.1 


5%, 95% 

26.8,9891.3 

464.3,7394.7 

464.3,7394.7 

1.0,17.1 

1.0,55 

1.0, 11.3 


* Overall values calculated by Hist averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQvalues were convened to the upper limit of the 
BLQ (e.g.. ’<1.234' will be used as '1.234 r ) for the averages across visits within a subject thus elimlnatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 79 of ?) 


Diomajkcr Total Cctir.inc fntnol/L) 


Timepouit 

•• 


Smokeis 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

18461.1, 10925.4 

17876.9,11614.6 

18087.2, 11361.6 

25.3, 13,1 

10.3, 8.0 

17.1, 10.0 


SD,SE 

1S598.80,4383,78 

15530.20,2745.38 

16513.00,2335 29 

40.09, 7.32 

9.95,1.66 

28.76,3.54 


MEDIAN 

11231.4 

12681.1 

11468.1 

8.3 

5,7 

5.7 


MIN, MAX 

179.3,69521.6 

206.6, 71564.6 

179.3,71564.6 

5.7,201.5 

5.7,40.3 

5.7.201.5 


5%, 95 % 

179.3,69521.6 

19789,46987.3 

19789, 57394.7 

5.7.94.8 

5.7,38.0 

5.7,60.7 


BLQ Values Included 

0 

0 

0 

11 

23 

34 

Week 2 

N 

IS 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

19144.4, 12334.9 

21577.8, 14130.7 

20683.9,13442,5 

29.5,13.8 

10.7, 8.6 

19,2,10,6 


SD,SE 

16822.40, 3965.07 

2084L 50, 3743.24 

19316.10, 2759.44 

44.99, 8,2! 

8.55,1,43 

32,12,3.95 


MEDIAN 

13551.4 

15501.8 

15270.9 

8.5 

5.7 

6.3 


MIN, MAX 

161.7,73844.2 

749.1,104270.7 

161.7, 104270.7 

5.7,189.5 

5.7,32.9 

5.7,189.5 


5 %, 95 % 

161.7,73844.2 

2859.6,52339.4 

2859.6,52339.4 

5.7,131.7 

5.7,31.2 

5.7,80.0 


BLQ Values Included 

0 

0 

0 

12 

21 

33 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

15858.2, 10169,2 

18219,8, 13681.3 

17347.0,12260,6 

20.6, 11.8 

8.8,7.2 

14.1,9.0 


SD, SB 

10664.20,2586.44 

1255110,2330.87 

11823.60.1743 30 

35.06, 6.40 

8.57,1.42 

24.95,3.07 


MEDIAN 

1349L7 

13785.1 

13638.4 

7.7 

5.7 

5.7 


MIN, MAX 

115,8,32354.9 

1587.9,44940.9 

115.8,44940.9 

5.7,191.8 

5.7,49.9 

5.7,191.8 


5%, 95% 

115.8,323549 

3065.6,414515 

2216.1, 38369.8 

5.7, 66,4 

5.7,25.5 

5.7,35.2 


BLQ Values Included 

0 

0 

0 

14 

26 

40 

Overall* 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

17972.4,12017.3 

18765.0,13180.7 

18479.7,12749.4 

25.1. 14.2 

9.9, 8.2 

16.8,10.6 


SD, SE 

13382.20, 3154.22 

15276.60,2700.55 

14488.80,2049,02 

33.38,6.09 

7.81,1.30 

24.26,2,99 


MEDIAN 

17543.0 

12476.8 

15317.2 

10.3 

6.0 

6.7 


MIN, MAX 

152.3,56133.3 

847.9,71401.7 

152.3,71401.7 

5.7,153.6 

5.7,39.0 

5.7,153.6 


5%, 95% 

152.3,56133.3 

2634.7,41965.1 

2634.7, 41965.1 

5.7,97.2 

5.7,31.0 

5.7, 64.0 


* Overall valuta calculated by Brat averaging the results across visits witlmi a subject, tlien calculating the descriptive statistics across subjects. Count of BLQ values does act apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., VI .234' will be used as '1.2341 for the averages across vis its within a subject thus eliminslig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 80 of ?) 


Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

1071.6,695.2 

1181.3,590.6 

1141.8,6263 

3.4,1.7 

1.2,1.1 

2.2,1.3 


SD,SE 

894.09,210.74 

1369.23,242.05 

1210.89,171.25 

6.00,1.10 

0.97,0.16 

4.22,0.52 


MEDIAN 

810.1 

597.3 

649.3 

1,0 

i.O 

1.0 


MTN, MAX 

12.8, 3752.0 

32.7, 6329.6 

12.8,6329.6 

1.0,24.5 

1.0,6.8 

1.0,24.5 


598,95% 

12,8,3752.0 

45.8, 3781.9 

45.8.3752.0 

1.0,20.9 

1.0, 1.2 

1.0, 6.8 


BLQ Values Included 

0 

0 

0 

18 

34 

52 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

1278.9, 872.3 

1226.1,6963 

1245.5,756,4 

5.1,1.5 

1.1, 1.1 

2.9,1.2 


SD, SE 

90059,212.27 

1429.99, 256.83 

1251.38, 178.77 

19. IS 3.50 

057, a 10 

12.95,1.59 


MEDLAN 

993.7 

730.7 

835.4 

1.0 

1.0 

1.0 


MTN, MAX 

12,2,3489.6 

67.2,6634.3 

12.2,6634.3 

1.0.106.2 

1,0, 4.3 

1.0,106.2 


5%, 95% 

12.2,3489.6 

83.5,4961.8 

83.5,3489.6 

1.0,5.7 

1.0, 2.1 

1.0,4.3 


BLQ Values Included 

0 

0 

0 

22 

33 

55 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

1075.5,596.6 

1220.1,841,2 

1166.7,740.9 

1.5, 1.2 

1.0,1.0 

1.2, 1.1 


SD.SE 

898.87,218.01 

965.31, 179.25 

933.84,137.69 

1.80,0.33 

0-07,0.01 

1.25,0.15 


MEDIAN 

820.2 

1123.3 

911.3 

L0 

1.0 

1.0 


MIN, MAX 

52,3006.4 

30.0,3630.2 

5.2,3630.2 

1.0,10.5 

1.0, 1.4 

1.0,10.5 


5%, 95% 

5.2,3005.4 

291.1,3563.7 

131.0,3006.4 

1.0,4.0 

1.0,1.0 

1.0,1.7 


BLQ Values Included 

0 

0 

0 

23 

35 

58 

Overall* 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

1160.2,803.0 

1171.2,714.3 

1167.2.745.0 

3.3,1.6 

1.1, 1.1 

2.1, 1.3 


SD.SE 

733.75,172.95 

1158.40, 204.78 

1017.73,143.93 

7.75,1.41 

0.42,0.07 

5.30,0.65 


MEDIAN 

947.1 

705.4 

815.5 

1.0 

1.0 

1.0 


MIN, MAX 

10.1,2449.9 

65.6,5531.4 

10.1,5531.4 

1.0,42.7 

1.0,3.3 

1.0,42.7 


5%, 93% 

10.1,2449.9 

69.4,3012.0 

69.4, 2950.7 

I.0,9.9 

1.0,2.! 

1.0,3.3 


BLQ (e.g, '<1.234' will be used as '1.234') for ihe averages across visits within a subject tints etiminaiig all BLQ values forihe overall statistics. 


as the BLQ values were converted to the upperlimit of the 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OFEXPOSURE BY TIMEPOINT AND OVERALL 
(PageS Jon) 


Biomaiker; Free Nicotine fnmol/L) . .. 

Timepobt 



Smokers 




Non-Smokers 


Statistic 

Male 

Female 

Overall 


Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 


30 

36 

66 


MEAN. GEO MEAN 

6606.6,4285.8 

7282.7,3641.2 

7039.3, 3861.3 


20.9,10.3 

7.2, 66 

13.4, a 1 


SD.SE 

5512.07, 1299.21 

8441.30, 1492.23 

7465.15, 1055,73 


36.96,6.75 

5.95, 0.99 

25.99, 3.20 


MEDIAN 

4994.3 

3682.4 

4002.7 


6.2 

6.2 

6.2 


MIN, MAN 

78.9,23131.1 

201.6,39022.0 

78.9,39022.0 


62,151.0 

6.2. 41.9 

6.2, 151.0 


5%, 95% 

78.9,23131.1 

2824,23315.4 

2824,23131.1 


62,128.8 

6.2,7.4 

6.2,41.9 


BLQ Values Included 

0 

0 

0 


18 

34 

52 

Week 2 

N 

18 

31 

49 


30 

36 

66 


MEAN, GEO MEAN 

7884.4, 5377.8 

7559.2,4292.7 

7678.6,4663.2 


31.2,9.3 

7.0,6.6 

18.0,7.7 


SD, SB 

5552.14. 1308.65 

8815.87, 1583.38 

7714.75,110211 


118.03, 21.55 

3.53, 059 

79.81, 9.82 


MEDIAN 

6126.2 

4504.8 

5150.2 


62 

62 

6.2 


MIN, MAX 

75.2,21513.4 

414.3,40900,5 

75.2 40900.5 


6.2,654.7 

6.2,26.5 

6.2,654.7 


5%, 95% 

75.2,21513.4 

514.8,30589.5 

514.8,21513.4 


6.2,35.1 

62,12.9 

6.2,26.5 


BLQ V alues Included 

0 

0 

0 


22 

33 

55 

Week3 

N 

17 

29 

46 


30 

36 

66 


MEAN, GEO MEAN 

6630.4,3678,3 

7522.2,5186.3 

7192.6,4567.8 


9.3,7.5 

6.3,6.3 

7.6. 68 


SD.SE 

5541.54, 1344.02 

5951.14, 1105.10 

5257.14,848.84 


11.07,2.02 

0.40,0.07 

7.55.0.93 


MEDIAN 

5056.5 

6925.1 

5618.2 


6.2 

62 

6,2 


MIN, MAX 

32.1, 18534,5 

185.0,22380.2 

321,22380.2 


6.2,64.7 

62.8.6 

6.2,64.7 


5*. 95% 

32.1, 18534,5 

1794.6,21970.2 

807.6, 18534.5 


6,2,24.7 

6.2, 6.2 

6.2,10.5 


BLQ Values Included 

0 

0 

0 


23 

35 

58 

Overall' 

N 

18 

32 

50 


30 

36 

66 


MEAN, GEO MEAN 

7152.5.4949.8 

7220.5, 4403.2 

7196.0,4592.7 


20.4,10.2 

6.8.66 

13.0. 8.0 


SD.SE 

4523.60, 1066.22 

7141.56,1262.46 

6274.31,887.32 


47.74, 8.72 

2.58,0.43 

32.67,4.02 


MEDIAN 

5838.7 

4348.7 

5027.4 


6.3 

62 

6.2 


MIN, MAX 

62.1,15103.7 

404.2, 34100.9 

621,34100.9 


6.2,263.2 

6.2, 20,3 

62,263.2 


5%, 95% 

62.1, 15103.7 

427.6, 18569.2 

427,6, 18191.3 


6.2,60.8 

6.2, 13.0 

62,20.3 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper limit of the 
BLQ(e.g„ '<034' will be used as 'I.234 1 ) for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 82 of?) 


Biomarker: Free Cotlnine fac/mD 

Timepoint 



Smokers 



Non-Smokets 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

1001.8,7495 

1044.9, 787.0 

1029.4,773.3 

2.3, 1.5 

1.2,1.1 

1.7, 1.3 


sd t se 

574.80, 135.48 

650.99, 115.08 

619.01,87.54 

2.91,0.53 

0.68,0,11 

2.08, 0.26 


MEDIAN 

925.7 

911.1 

919.4 

1.0 

1.0 

1.0 


MIN, MAX 

19.0,2263.4 

18.2,2626.8 

18.2,2626.8 

1.(1, 14.1 

1.0, 4,8 

1.0,14.1 


5%, 95% 

19.0,2263.4 

226.0,2S34.2 

226.0,2263.4 

1.0,10.0 

1.0, 2.2 

1,0, 4,8 


BLQ Values Included 

0 

0 

0 

19 

31 

50 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

1183.3, 887.6 

1138.3,880.3 

1154.8,883.0 

27, 1.6 

i.2, 1.1 

1.9, 1.3 


SD.SE 

626.79,147.74 

877.59,157.62 

788.02, 112.57 

4.14,0.76 

039,0.07 

2.89,036 


MEDIAN 

1065.2 

975.4 

975.4 

1.0 

1.0 

L0 


MIN, MAX 

15.5,2343.3 

81.5,4778.6 

15.5, 4778.6 

1.0,20.8 

1.0,25 

1.0, 20.8 


5%, 95% 

15.5,2343.3 

221.4,2646.6 

221.4,2343.3 

1.0,11.7 

1.0,24 

1.0,4.1 


BLQ Values Included 

0 

0 

0 

18 

30 

48 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

1107.1,728.7 

1068.7, 908.3 

1082.9,837.2 

2.1. 1.4 

1.1,1.0 

15,1.2 


SD, SE 

744.03, 180.45 

570.14,105.87 

63201.93.19 

3.49,0.64 

0.45,0.08 

2,40,0.30 


MEDIAN 

844.3 

1005.9 

998.4 

1.0 

1.0 

1.0 


MIN, MAX 

6.1,2858.1 

121.1,2580.2 

6.1,2858.1 

1.0, 19.9 

1.0,3.7 

1.0,19.9 


5%, 95% 

6.1,2858.1 

311.8,2101.4 

257.2,2346,7 

1.0,5.3 

1.0,1.2 

1.0.2.8 


BLQ Values Included 

0 

0 

0 

IS 

33 

51 

Overall" 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

1101.6, 829.0 

1062.8, 856.8 

1076.8, 846.7 

23,1.6 

1.1, 1.1 

1.7,1.3 


SD, SE 

549.70, 12957 

659.30,11655 

616.60,87.20 

2.96,0.54 

0.41,0.07 

209,0,26 


MEDIAN 

1065.0 

914.3 

970.2 

LI 

1.0 

1.0 


MIN, MAX 

13.5, 19625 

73.6, 3090.2 

13.5, 3090.2 

L0, 13.9 

1.0, 28 

L0. 13.9 


5%, 95% 

13.5, 1952.5 

275.9,2617.9 

275.9, 1962.5 

1,0, 10.6 

1.0,27 

1.0,4.1 


* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics armss subject*. Court ofBLQ values does not apply as the BLQ values were convened to the upper limit of the 
BLQfc.g.. '<1.234'willbeiisedas '1.234') for tile averages across visits within a subject thus eliminatig ell BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 83 of 1 ) 


PiomarkeE Free Cotimne (ntnol/Lj 


Timepoinc 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

5685.4,4253.4 

5930.1,4466.2 

5842.0,4388.4 

12.8,8.8 

6.7,6.3 

9.5,7.3 


SD.SE 

3262.01,768.66 

3694.37, 653.08 

3512.90,496.80 

16.53, 3.02 

3.84,0.64 

11.80, 1.45 


MEDIAN 

5253.1 

5170.2 

5217.3 

5.7 

5.7 

5.7 


MIN, MAX 

107.8,12844*8 

103.3,14907.1 

103.3, 14907.1 

5.7,80.0 

5.7,27.2 

5.7, 80.0 


5%, 95% 

107.8,12844.8 

1282.6, 14381.6 

1282.6,12844.8 

5.7.56.8 

5.7,125 

5.7,27.2 


BLQ Values Included 

0 

0 

0 

19 

31 

50 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

6715.1,5037.2 

6459.7,4995.6 

6553.5,5010.8 

15.3,9.3 

6,6, 6.3 

10.6,7.6 


SDj SE 

3557.04, 838.40 

4980.33, 894.49 

4472.01, 638.86 

23.49,4.29 

221,0.37 

16,37,2.02 


MEDIAN 

6045,1 

5535.4 

5535.4 

5.7 

5.7 

57 


MIN, MAX 

88.0,13298.2 

462.5,27118.6 

88.0,27118.6 

5.7.118.0 

5.7,14.2 

5.7,118.0 


5%, 95% 

8S.0, 13298.2 

1256.4 15019,5 

1256.4 13298.2 

5.7.66.4 

5.7, 13.6 

5.7, 23,3 


BLQ Values Included 

0 

0 

0 

18 

30 

48 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

6282.8,4135.0 

6064.6,5154.5 

6145.2 4751.3 

11.7, 8.0 

6.2,6.0 

8.7,6.8 


SD,SE 

4222.34, 1024.07 

323556,600.83 

3586.67,528.83 

19.79, 3.61 

255,0.43 

13.63,1.68 


MEDIAN 

4791.4 

5703.5 

5665.7 

5.7 

5.7 

5.7 


MIN, MAX 

34.6, 16219.7 

687.1146426 

34.6,16219.7 

5.7,1129 

5.7,21.0 

5.7,112.9 


5%, 95% 

34.6,16219.7 

1769.5, 11925.4 

1459.6, 13317.5 

5,7,30.1 

5.7, 6.8 

5.7, 15.9 


BLQ Values Included 

0 

0 

0 

IS 

33 

51 

Overall’ 

N 

IS 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

6251.7,4705.3 

6031.5.4862.6 

6110.8,4805.3 

13.3,9.2 

6.5, 6.3 

9.6,7.5 


SD.SE 

3119.51,735.28 

3741.56,661.42 

3499.18, 494.86 

16.80,3.07 

2.35,0.39 

11.85.1.46 


MEDIAN 

6043.6 

5188.9 

5505.8 

6.4 

5.7 

5.7 


MIN, MAX 

76.8,11137.0 

417.7,17537.1 

76.8,17537.1 

5.7,78.7 

5.7,15.9 

57. 78.7 


5%, 95% 

76.8,11137.0 

1566.0,14856.4 

1566.0,11137.0 

5.7, 60.2 

5.7, 15.5 

5.7,23.5 


* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values docs not apply as the BLQ values were converted to the upper limit nfthe 
BLQ (c.g., 'cl.234 1 will be used as M.234 1 ) fcr the. averages across visits within a subject thus eliminatig all BLQ values for theoYcrallstaiisrics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 84 of 7 ) 


Timepoint 

i at.., W-£- 


Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

5422.5, 3090.8 

4520.5,3158.8 

4845.2,3134.1 

8.4, 3.6 

2.6, 1.7 

5.3, 2.4 


SD, SE 

6007.04, 1415.87 

3406.88,602.26 

4478,12,633.30 

17.48,3.19 

3.60,0.60 

12.32, 1.52 


MEDIAN 

3942.6 

3835.6 

3846.4 

3.2 

1.1 

U 


MIN, MAX 

57.0, 26581.8 

67.5, 15165.6 

57.0, 26581.8 

1.0,96.1 

L0,18.0 

1.0, 96 1 


5%, 95% 

57.0,26581.8 

547.1, 12291.4 

547.1, 12291.4 

1.0,2I.S 

1.0,14.4 

1,0, 18,0 


BLQ Vslues Included 

0 

0 

0 

8 

16 

24 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GBO MEAN 

5759.2,3582.1 

6105.6,4281.4 

5978.4,4009.9 

13.2,4.2 

3.0,1.9 

7.6,2.8 


SD, SE 

5203.34, 1226.44 

4702.90, 844.67 

4841.56,691.65 

31.84,5.81 

3.73,0.62 

22.05,2.71 


MEDIAN 

4781.9 

4802.7 

4802.7 

2.7 

1.3 

2.0 


MIN, MAX 

53.8,23327.3 

276.3. 16335.0 

53.8,23327.3 

1.0,169.4 

1.0,17.5 

1.0, 169.4 


5%, 95% 

53.8,23327.3 

968.5,16284.7 

807.0,16284.7 

1.0,57.6 

1.0,13.6 

1.0,26.2 


BLQ Values Included 

0 

0 

0 

2 

14 

16 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

4831.2,2900.2 

5180.2, 3871.9 

5051.2,3479.7 

6.8,3.1 

2.2,1.6 

43,12 


SD, SE 

3990.41, 967.82 

4458.33, 827.89 

4249.51, 626.56 

12.95,2.36 

2.38,0.40 

9.12.1.12 


MEDIAN 

4218.2 

3922.3 

4050.7 

25 

1.0 

1.4 


MIN, MAX 

49.9,14967.4 

703.4,23404.7 

49.9,23404.7 

1.0, 69.1 

1.0,12.5 

1.0,69.1 


5%, 95% 

49.9,14967.4 

898.7.11352.7 

703.4, 12479.5 

i.0,21.9 

1.0, 6.9 

1.0, 15.6 


BLQ Values Included 

0 

0 

0 

7 

19 

26 

Overall* 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

5401.5,3535,5 

5159.8, 3843.3 

5246.8,3729.5 

9.5,4.2 

2.6, 1.9 

5.7,2.7 


SD.SE 

4129.77,973.40 

3827.67.676.64 

3898.69,551.36 

16.09,2.94 

2.73,0.46 

11.46,1.41 


MEDIAN 

5004.8 

3829.5 

4786.8 

3,5 

1.3 

2.0 


MIN, MAX 

53.6,18644.1 

349.1,18285.0 

53.6,18644.1 

1.0, 66.3 

1.0, 12.3 

1.0, 66.3 


5%, 95% 

53.6,18644.1 

835.5,11100.3 

745.1,11100.3 

1.0,61.9 

1.0,11.3 

1.0, 18.6 


ELQ (e.g., , <1.234 1 will be used as T.234') for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 85 of ?) 


Biuuiiuker. Total 3-hvdroxycotimne fumol/I.) 


Timepoint 



Smokers 



Non-Smokers 


Statistic 

Mnlp 

Female 

Overall 

Male 

Female 

Overall 

Week l 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

28213.3, 16081.4 

23520,0,16435.2 

25209.6,16307.0 

43.9, 18.6 

13.7,9.0 

27.4,12.5 


SD.SE 

31254.60, 7366,79 

17726.00, 3133.55 

23299.70, 3295.07 

90.93, 16.60 

18.72,3.12 

64.09, 7.89 


MEDIAN 

20513.4 

19956.6 

20012.6 

16.7 

5.5 

7.8 


MIN, MAX 

296.6,138305.1 

351.2,78906,6 

296.6, 138305,1 

5.2,500.0 

5.2,93.7 

5.2,500.0 


5 %, 95 % 

295.6,138305.0 

2846.6.63952.2 

2846.6,63952.2 

5.2,111.9 

5.2.74.9 

5.2.93.7 


BLQ Values Included 

0 

0 

0 

8 

16 

24 

Week 2 

N 

IS 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

29965.1, 18637.5 

31767.7,22275.9 

31105.5,20863.4 

68.6,21.8 

15.6, 10.1 

39.7,14.3 


SD,SE 

27073.00, 6381.16 

24469.20,4394.80 

25190.70,3598.67 

165.69,30.25 

19.44, 3,24 

114.71, 14.12 


MEDIAN 

248S0.2 

24988.4 

24988.4 

141 

6J3 

10.2 


MIN, MAX 

279.9, 121371.9 

1437.6, 8499 L0 

279.9, 121371.9 

5.2, 881.4 

5,2,91.1 

5.2,881.4 


5 %, 95% 

279.9, 121372.0 

5039.1, 84729.3 

4198.8, 84729.3 

5.2,299.7 

5.2,70.8 

5.2,136.3 


BLQ V alues Included 

0 

0 

0 

2 

14 

16 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

25136,6, 15089.8 

26952.4,20145.6 

26281.4,13105.1 

35.6, 16.4 

11.5,8.3 

22.4,11.3 


SD,SE 

20762.10,5035.55 

23196.70,4307,52 

22110.20. 3259.97 

67.36, 12.30 

12.36, 2.06 

47.47,5.84 


MEDIAN 

21947.3 

20407.7 

21075.5 

12.8 

5.2 

7.3 


MIN, MAX 

259.6,77875.4 

3659.8, 121774.7 

259.6, 121774.7 

5.2, 359.5 

5.2,65,0 

5.2,359.5 


5%, 95% 

259.6,77875.4 

4675.9, 59068.1 

3659.8,64930.8 

5.2,113.9 

5.2,35,9 

5.2,81,2 


BLQ Values Included 

0 

0 

0 

7 

19 

26 

Overall’ 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

28104.0,13394.8 

26846.2,1999S.4 

27299.0, 19404.3 

49.4,22.0 

13.6,9.7 

29.8.141 


SD.SE 

214S7.20,5064.58 

19915.40,3520.57 

20284.90,2S68.72 

83.69,15.28 

14.23,2.37 

59.64,7.34 


MEDIAN 

26040.0 

19924.9 

24905.7 

18.2 

6i 

10.2 


MIN, MAX 

278.7,97005.2 

1816.2, 95136.9 

278.7,97005.2 

5.2, 344.8 

5.2,640 

52,344.8 


5%, 95% 

278.7, 97005.2 

4347.1,57754.9 

3876.6,57754.9 

5.4,322.2 

5.2,58.8 

5.2,96.8 


' Overall values calculated by first averaging tlie results across visits within a subject, titan calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., T <1.234’ will be used as ‘1.234 1 ) for the averages across visits within a subject thus eliminatig all BI-Q values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 86 of ?) 






Smokers 



Non-Smokers 



Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

37S 1.4, 2167.4 

3436,3,2397.8 

3549.7.23111 

69,3.2 

13,1.6 

4.4,2.2 


SD.SE 

3939.23,928,49 

2714.78, 479.91 

3173.27,448.77 

13.99,2.55 

3.15,0.53 

9.90, 1.22 


MEDIAN 

3027.7 

3110.5 

3110.5 

3.0 

1.1 

1.4 


MIN, MAX 

30.1,17333.8 

512, 12964.7 

30.1,17333,8 

1.0,77.2 

1.0, 17.7 

1,0,77.2 


5 %, 95 % 

30.1,17333.8 

422.2,9882.6 

422.2, 9882.6 

1.0, 16.5 

1.0,10,2 

1.0, 16.4 


BLQ Yalues Included 

0 

0 

0 

7 

16 

23 

Week2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

4429.1,2668,3 

4838.9,3296.8 

4688.4,3050.3 

10.6,3,6 

2.4,1.7 

6,1,14 


SD, SE 

4222.63,995.28 

3905.64,701.47 

3986.05,569.44 

25.38,4.63 

2.82,0.47 

17.57,2.16 


MEDIAN 

3357.9 

3464.4 

3435.7 

2,5 

1.2 

1.7 


MIN, MAX 

26.9, 18865.3 

219.4, 13348.8 

26.9,18865,3 

1.0, 135.0 

1.0, 15.9 

1.0, 135.0 


5 %, 95 % 

26.9, 18865.3 

731,1, 13308.1 

6914,13308.1 

1.0, 45.6 

1.0,7.0 

1.0,21.4 


BLQ Values Included 

0 

0 

0 

3 

15 

J8 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

3384.2,2057.2 

3785.0,2883.8 

3636.9,2545.4 

5.5,17 

1.9,1.5 

3.5, 1.9 


SD, SE 

2434.95,590.56 

3055.44,567.38 

2820.50,415.86 

10.33,1.89 

1.85, 0.31 

7.27,0.89 


MEDIAN 

3560,9 

3001.5 

3045.4 

12 

1.0 

1.3 


MIN, MAX 

20.4,9253.1 

525.1, 15599.2 

20.4,1SS99.2 

1.0,56.0 

1.0,9.7 

LO, 56.0 


5 %, 95 % 

20.4, 9253.1 

627.6, 83940 

525.1,8394.0 

1.0. 17.1 

I.0.5.8 

1.0,10,9 


BLQ Values Included 

0 

0 

0 

8 

23 

31 


N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

3908.9,2541.6 

3939.4, 2916.7 

3928.4,2775.7 

7.7,3.6 

12, 1.7 

4.7, 2.4 


SD, SE 

2969.07, 699.82 

2952.97,522.02 

2928.37, 414.13 

13.00,2.37 

102,0.34 

9.23,1.14 


MEDIAN 

3787.3 

3063.3 

3463,0 

2.9 

1.4 

1.8 


MIN, MAX 

25,8,13647.0 

265.6,13970.9 

15.8,13970.9 

1.0,52.6 

1.0, 9.0 

1.0,52.6 


5 %, 95 % 

25.8. 13647.0 

601.4.8965.5 

601.4,8965.5 

1.0,51,5 

1.0,8.8 

1.0,14.3 


' Overall values calculated by first averaging the results across visits within a subject, then calculating tire descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to the upper limit of the 
BLQ (e.g., ‘<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKBRS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 87 of 7} 


Bfomarker: Free 3-hydroxvcotifline (nmoi/L) 


Tirneuolnt 



Smokers 



Non-Smokers 


Siatistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

so 

30 

36 

66 


MEAN, GEO MEAN 

19518.5, 11277,0 

17879.0,12475-5 

18469.2,12030,0 

36.0,16.5 

11.8,8.2 

22.8,11,3 


SD,SE 

20495.80, 4830.91 

14125.00,2496.97 

16510.50,2334,94 

72.77,13.29 

16.40,2.73 

51.53.6.34 


MEDIAN 

15752.9 

16183.9 

16183.9 

15.4 

5.7 

7.1 


MIN, MAX 

156.6,90187.8 

271.6, 67455.3 

156.6,90187,8 

5.2,401.7 

5.2,92.1 

5.2,401.7 


5%, 95% 

156.6,90187.8 

2196.7,51419.2 

2196.7,51419.2 

52, 85.8 

5.2,53.1 

5.2,85,3 


BLQ Values Included 

0 

0 

0 

7 

16 

23 

Week 2 

N 

IS 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

23044.8, 13S83.4 

25177.0,17153.0 

24393.8, 15870.9 

55.3, 18.5 

12.4,8.9 

31.9,12.4 


SD, SB 

21970.40,5178.46 

20321.10,3649.77 

20739.40,2962.78 

132.05,24.11 

14.69,2.45 

91.42,11.25 


MEDIAN 

17470.9 

18025.3 

17875.9 

12.8 

6.2 

8,8 


MIN, MAX 

140.0,98156.2 

11415,69453.8 

140.0,98156.2 

5.2,702.4 

5.2, 82.7 

5.2,702.4 


5%, 95% 

140.0, 98156.2 

3803.9, 69242.0 

3602 6, 692420 

52.237.3 

5.2,36.4 

5.2.111.3 


BLQ Values Included 

0 

0 

0 

3 

15 

18 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

17608.0, 10703.4 

19693.4,15004.2 

18922.7, 13243.4 

28,6, 14.3 

9.8,7.6 

18.3,10.1 


SD, SE 

12669.00,3072.69 

15897.50, 2952.05 

14675.10, 2163.72 

53.77,9.82 

9.65,1.61 

37.80,4.65 


MEDIAN 

18527.4 

15616.8 

15845.0 

11.2 

5.2 

6.8 


MIN, MAX 

106.1,48143.9 

2732.1, 81162.6 

106.1,81162.6 

5.2.291.4 

5.2,50.5 

5.2,291.4 


5%, 95% 

106.1,48143.9 

3265.4,43674.0 

2732.1,43674.0 

5.2,89.0 

5.2,30.2 

5.2, 56.7 


BLQ Values Included 

0 

0 

0 

8 

23 

31 

Overall’ 

N 

18 

32 

50 

30 

36 

(56 


MEAN, GEO MEAN 

2033S.0,13223.8 

20496.4, 15175.5 

20439.3, 14441.8 

400, 18.8 

11.3,8.8 

24,4, 12.4 


SD, SE 

15448.10,3641.14 

15364.30,2716.05 

15236.30,2154.74 

67.63, 12.35 

10.50,1.75 

48.03,5.91 


MEDIAN 

19705.4 

15938.4 

18017.8 

14.9 

6.9 

9,3 


MIN, MAX 

134.2,71005.4 

1381.7,72690.6 

134.2,72690.6 

5.2,273,7 

5.2, 46.7 

S.2,273.7 


5 %, 95 % 

134.2.71005.4 

3129.3,46647.3 

3129.3,46647.3 

5.2,268.1 

5.2,45.6 

5.2,74.6 


■ Overall values calculated by first averaging tile results across visits within a subject, then calculating the descriptive statistics across subjeers. Count of BLQ values does not apply as die BLQ values were converted to the upper Emit of the 
151.0 (e,g„ ’<1.234’ will be used as , I,234 I ) for die averages across visits within a subject thus eliminatig all BLQ values forthe overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 88 of 7) 


Biomarker Total Nicotine (mnol/L) 


Smokers 


Male 


Non-Smokers 


Female 


Overall 


Week 1 

N 

MEAN, GEO MEAN 

3 

15881.3,12002.3 

3 

3716.4,3522.0 

6 

9798.9,6501.7 

1 

12.7,12.7 

2 

12.7,12.7 

3 

127,12.7 


SD,SE 

12560.30,7251.68 

1519.43,877,25 

10412.60,4250.94 

NA, NA 

0.00,0.00 

0.00,0,00 


MEDIAN 

14410.2 

3272.1 

4765.0 

12.7 

127 

12.7 


MIN, MAX 

4121,4,29112.4 

2468.7,5408.5 

2468.7,29112.4 

12.7,127 

127,127 

12.7,12.7 


57o, 95fc 

4121.4,29112.4 

2468.7,5408.5 

2468.7,291124 

NA, NA 

12.7.12.7 

12.7, 12.7 


BLQ Values Included 

0 

0 

0 

L 

2 

3 

Week 2 

N 

MEAN, GEO MEAN 

3 

13046.6,10206.2 

3 

4321.8,4348.3 

6 

8934.2,6661.8 

2 

12.7,127 

3 

24.9,20.0 

s 

20.0,16.7 


SD, SE 

9005,77,5199.48 

2813.16,1624.18 

7476.72,3052.36 

0.00, 0.00 

21.19,12.23 

16.41,7.34 


MEDIAN 

14296.8 

3453.4 

57693 

12.7 

12.7 

127 


MM, MAX 

3481.1,21362.0 

2954.7, 8057.4 

2954.7,213620 

12.7, 12.7 

12.7, 49.4 

127,49.4 


5%, 95% 

3481.1,21362.0 

2954.7, 8057.4 

2954.7,21362.0 

12.7,12.7 

12.7,49.4 

127, 49.4 


BLQ Values Included 

0 

0 

0 

2 

2 

4 

Week 3 

N 

2 

3 

5 

4 

3 

7 


MEAN, GEO MEAN 

5553.6,4245.8 

5049,5,4741.8 

5251.1,4536.8 

127,127 

127,12.7 

12.7, 12,7 


SD, SB 

5062.67,3579.85 

1969.90, 1137.32 

2902.43,1298.01 

0.00,0.00 

0.00,0.00 

0.00, 0.00 


MEDIAN 

5553.6 

5824.0 

5824.0 

127 

12.7 

12,7 


MIN, MAX 

1973.7.9133.4 

2810.1,6514.S 

1973.7,9133.4 

127,127 

127,127 

12.7,12.7 


556,95% 

1973.7,9133.4 

2810.1,6514.5 

1973.7,9133.4 

12.7,127 

127.127 

12.7,127 


BLQ Values Included 

0 

0 

0 

4 

3 


Overall' 

N 

MEAN, GEO MEAN 

3 

12471.6,9691.8 

3 

4529.3, 4244.4 

6 

8500.5,6413.7 

4 

127, 127 

3 

16.8,15.9 

7 

14,4.14.0 


SD, SE 

8496.37,4905.38 

1980.61,1143.50 

7026.29,2868.47 

0.00,0.00 

7.04,4.07 

4.61,1.74 


MEDIAN 

14353.5 

4183.2 

5421.7 

12.7 

127 

12.7 


MIN, MAX 

3192,1, 19869.3 

2744.5,6660.1 

27445,19869.3 

127,127 

12,7,24.9 

127,24.9 


5%, 95% 

3192.1,19869.3 

2744.5,6660.1 

2744.5,19869.3 

127,12.7 

12.7,24.9 

127, 249 


BLQ (e.g., '<l.234' will Ire used as '1.234’) for rlre averages across visits witlrin a subject thus clrminatig all BLQ values for the overall statistics. 
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TABLE 14,4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS DY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 89 of?) 


Biomarker: Total Nicotine (n»/mL) 

Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

1 

2 

3 


MEAN. GEO MEAN 

2575.9,1946.8 

602.8,571.3 

1589.4, 1054.6 

21,2.1 

21,21 

21,21 


SD.SE 

2037.26, 1176.21 

246.49, 14231 

1688.92 689.50 

NA, NA 

0.00, 0.00 

0.00,0.00 


MEDIAN 

2337.3 

530.7 

7729 

21 

21 

2.1 


MIN, MAX 

668.5,4722.0 

400.4, 877.3 

400.4,4722.0 

2.1,21 

21,2.1 

2,1,21 


5%, 95% 

668.5,4722.0 

400.4,877.3 

400.4,4722.0 

NA, NA 

2.1. 2.1 

21,21 


BLQ Values Iuclutbd 

0 

0 

0 

1 

2 

3 

Week 2 

N 

3 

3 

6 

2 

3 

5 


MEAN. GEO MEAN 

2116.1,1655.4 

7821,705.3 

1449.1,1080.5 

21,2.1 

4.1.3.3 

3.3,2.7 


SD.SE 

1460.74,843.36 

456.28,263.43 

1212.72 495.09 

0.00,0.00 

3.41,1.97 

264,1.18 


MEDIAN 

2318.9 

560.1 

935.8 

21 

2.1 

2.1 


MIN, MAX 

564.6,3464.9 

479.3,1306.9 

479.3, 3464.9 

2.1, 2.1 

21, 8.0 

21, 8.0 


5%, 95% 

564.6,3464,9 

479.3,1306.9 

479.3,3464.9 

2.1,2.1 

2.1, 8.0 

21,8.0 


BLQ Values Included 

0 

0 

0 

2 

2 

4 

Week 3 

N 

2 

3 

5 

4 

3 

7 


MEAN, GEO MEAN 

900.8,688.6 

819.1,769.1 

851.7,735.9 

21,2.1 

21,21 

21,21 


SD, SE 

821.16,580.65 

319.54,184.49 

470.78,210.54 

0.00,0.00 

0.00,0.00 

0.00, 0.00 


MEDIAN 

900.8 

944.7 

944.7 

21 

21 

21 


MIN, MAX 

320.1, 1481.4 

455.8,1056.7 

320.1,1481.4 

21.21 

2.1,2.1 

21,2.1 


5%, 95% 

320.1, 14S1.4 

455.8,1056.7 

320.1,1481.4 

21,21 

2.1,21 

21.21 


BLQ Values Included 

0 

0 

0 

4 

3 

7 

Overall* 

N 

3 

3 

6 

4 

3 

7 


MEAN, UEU MEAN 

2022.9, 1571.9 

734.7, 688.5 

1378,S, 1040.3 

21,21 

28,26 

24,2.3 


SD.SE 

1378.14,795.67 

321.25,185.48 

1139.66,465.26 

0.00,0.00 

1.15,0.67 

0.76, 0.29 


MEDIAN 

2328.1 

678.5 

879.4 

21 

21 

2.1 


MIN, MAX 

517.7, 32228 

445.2,1080.3 

445.2 3222.8 

21,2.1 

21,4.1 

21,4.1 


5%, 95% 

517.7,32228 

445.2 1080.3 

445.2 3222.8 

21,21 

21,4.1 

21,4.1 


’ Overall values calculated by first averaging the results anoes visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as ihe BLQ values were converted to the upper limit of the 
BLQ (c.g., '<1.234' will be used as for the averages across visits within a subject thus elimlnatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOI IR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 90 of?) 


Birimsrten Free Nicotine fnmol/Ll 

Tiracpoint 



Smokers 



Nuii-Smokeis 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

2 

1 

3 


MEAN, GEO MEAN 

12271.5,9840.3 

2122.6,2006.9 

7197.1,4444.0 

3.4,3.4 

3.4,3.4 

3.4,3.4 


SD.SE 

8510.73,4913.fi? 

871.69,503.27 

7757.37,316693 

0,00, 0.00 

NA.NA 

0.00,0.00 


MEDIAN 

12357.7 

1940.2 

3394.6 

3.4 

3.4 

3.4 


MIN, MAX 

3718.0, 207388 

1356 6 3071.1 

1356.6 20738.8 

3.4, 3.4 

3.4,3.4 

3.4,3.4 


5%, 93% 

3718.0,20738.8 

1356-6 3071.1 

1356.6,20738.8 

3.4, 3.4 

NA.NA 

3.4, 3.4 


BLQ V alues Included 

0 

0 

0 

2 

1 

3 

Week 2 

N 

3 

3 

6 


2 

2 


MEAN, GEO MEAN 

9033.2,6684.7 

3079.6,2638.5 

6056.4,4199.7 


3.4,3.4 

3.4,3.4 


SD.SE 

6416.07,3704.32 

2203.98,1272.47 

5389.15,2200.11 


0.00,0.00 

0.00,0.00 


MEDIAN 

10778.2 

1809.1 

3774.8 


3.4 

3.4 


MIN, MAX 

1925,1,14396.2 

1805.1, 5624.5 

1805.1,14396 2 


3.4,3.4 

3.4,3.4 


5%, 95% 

1925,1, 14396.2 

1805.1, 5624.5 

1805.1, 14396.2 


3.4, 3.4 

3.4, 3.4 


BLQ Values Included 

0 

0 

0 


2 

2 

Week 3 

N 

2 

3 

5 

2 

2 

4 


MEAN, GEO MEAN 

3417.6,2856.3 

3389.0, 3052.9 

3400.4, 29727 

3.4, 3.4 

3.4,14 

3.4, 3.4 


SD.SE 

2653.91, 1876.60 

1624.09,937.67 

1754.96,784.84 

0.00,0.00 

0.00,0.00 

0.00,0.00 


MEDIAN 

3417.6 

4113.9 

4113.9 

3.4 

3.4 

14 


MIN, MAX 

1541.0,5294,2 

1528.7, 4524.4 

1528.7,5294.2 

3.4,3.4 

3.4,3.4 

3.4, 3.4 


5%. 95% 

1541.6 5294.2 

1528.7.45244 

1528,7,52942 

14 3.4 

3.4,14 

14,3,4 


BLQ Values Included 

0 

0 

0 

2 

2 

4 

Overall* 

N 

3 

3 

6 

3 

3 

6 


MEAN, GEO MEAN 

91464, 72065 

2863.7,2640.9 

6005.1, 4360.7 

3.4,3.4 

3.4,3.4 

3.4,3.4 


SD.SE 

5924.46, 3420.49 

1355.68,782.70 

5159,10,2106.19 

0.00,0.00 

000,0.00 

0.00,0.00 


MEDIAN 

11568.0 

2756.6 

3513.2 

3.4 

3.4 

3.4 


MIN, MAX 

2394.7, 13476.4 

1564.8,4269.8 

1564.8, 13476.4 

3.4, 3.4 

3.4, 3.4 

3.4,3.4 


5%, 95% 

2394.7, 13476.4 

1564.8,4269.8 

1564.8,134764 

3.4,3.4 

3.4,3.4 

14,3.4 


‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of tire 
BLQ (e.g., '<1.234' will be used as' 1.234 1 ) for the averages acioss visits within a subject thus eliroinaig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 91 of 7) 


Biomarker. Free Nicotine (ng/mL) 


Timeooint 

-i ii 


Smokers 



Non-Smokers 


Statistic- 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

2 

i 

3 


MEAN, GEO MEAN 

1990,4, 1596.1 

344.3,325.5 

1167.4,720.8 

0.6,0.6 

0.6,0.6 

0.6,0.6 


SD.SE 

1380.40,796.98 

141.39,81.63 

1258.24,513.67 

0.00,0.00 

NA,NA 

0.00,0.00 


MEDIAN 

2004.4 

314.7 

550.6 

0,6 

0.6 

0.6 


MIN, MAX 

603.1, 3363.S 

220.0, 498.1 

220.0, 3363.8 

0.6,0.6 

0.6,0.6 

0.6,0.6 


5%, 95% 

603.1, 3363.8 

220.0 498.1 

220.0, 3363.8 

0.6, 06 

NA, NA 

06, 0l6 


BLQ Values Included 

0 

0 

0 

2 

1 

3 

Week 2 

N 

3 

3 

6 


2 

2 


MEAN, GEO MEAN 

1465.2,1084.3 

499.5,427.9 

982.4.681.2 


0.6,0.6 

0.6,0.6 


SD.SE 

1040.67, 600.83 

357.50,206.40 

874.12, 356.86 


0.00,0,00 

0.00, 0.00 


MEDIAN 

1748.2 

293.4 

612.3 


0.6 

0.6 


MIN, MAX 

312.3, 2335.1 

292.8,91223 

292.8, 2335.1 


0.6, 0.6 

0.6,0 6 


5 %, 95% 

312.3,2335.1 

292.8,912.3 

292,8,2335.1 


0.6,0.6 

0.6,0.6 


BLQ V alues Included 

0 

0 

0 


2 

2 

Week 3 

N 

2 

3 

5 

2 

2 

4 


MEAN, GEO MEAN 

554.4,463.3 

549.7,495.2 

551.6,482.2 

0.6,0.6 

0.6,0.6 

0.6,0.6 


SD.SE 

430.42, 304.35 

263.42, 152.09 

284.63,127.29 

0.00, 0.00 

0lOG, 0,00 

0.00,0.00 


MEDIAN 

554.4 

667.3 

667.3 

06 

06 

0.6 


MIN, MAX 

250.0,858.7 

248.0,733.9 

248.0.858.7 

0.6,0.6 

0.6,0,6 

0.6,0.6 


5®, 95% 

250.0,858.7 

248.0,733.9 

248.0,858.7 

0.6, 0.6 

0.6,0.6 

0.6,0.6 


BLQ Values Included 

0 

0 

0 

2 

2 

4 

Overall* 

N 

3 

3 

6 

3 

3 

6 


MEAN, GEO MEAN 

1483.6, 1168,0 

464.5,428.3 

974.0,707.3 

0.6,0.6 

0.6,0.6 

0.6,0.6 


SD, SE 

960.91, 554,78 

219.92, 126.97 

836.80, 341.62 

000,0.00 

0.00.0.00 

0.00,0.00 


MEDIAN 

1876.3 

447.1 

569,9 

0.6 

0.6 

0.6 


MIN, MAX 

388.5,2185.9 

253.8,692.6 

253.8,2185.9 

0.6,0.6 

0.6,0.6 

0.6.0.6 


5%, 95% 

388.5,2185.9 

253.8,692.6 

253.8,2185.9 

0.6,0.6 

0.6,0.6 

0.6,0.6 


‘ Overall values calculated by fust averaging the results across visits witliin a subject, llten caleulaiiug the descriptive statistics across subjects. Count of BLQ values does not apply aa the BLQ values were converted to the upper limit of the 
BLQ (c.g.,'<1.234' will be used aa '1.234 r l for tbs averages across visits within a subject thus eliminslig ail BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 92of ?) 


Riomarker Total Carmine (nmol/L) . . _ ____„_______ 

' Smokers _ ___ Non-Smokers 


Timepoint 

Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

4 

2 

6 


MEAN, GEO MEAN 

18992.3,11773.2 

9720.5,9427.6 

14356.4, 10535.4 

11.0, 11.0 

11.0,11.0 

11.0,11.0 


SD, SE 

1891L30, 10918.40 

2975.82 1718.09 

13129.60,5360.14 

0 00,0.00 

o.oo. aoo 

aoo, 0.00 


MEDIAN 

14304.5 

9064.9 

11017.2 

11.0 

11.0 

11.0 


MIN. MAX 

2865.9,39806.6 

7127.2,12969.5 

2865.9,39806.6 

11.0,11.0 

11.0, 11.0 

1L0, 11.0 


5%, 95% 

2865.9,39806.6 

7127.2,12969-5 

2865.9, 39806.6 

11.0, 11.0 

11.0,11.0 

11.0, 11.0 


BLQ Values Included 

0 

0 

0 

4 

2 

6 

Week 2 

N 

3 

3 

6 

4 

3 

1 


MEAN, GEO MEAN 

19069.8,13837.6 

10237.0,10000.7 

14653.4,11763.7 

11.0,11.0 

11.0. 11.0 

11.0.11.0 


SD, SE 

13857.20, 8000.46 

2815.53,1625.55 

10167.90,4151.01 

0.00,0.00 

0.00,0.00 

0.00,0.00 


MEDIAN 

22533.0 

8701.3 

11093.9 

11.0 

11.0 

11.0 


MIN, MAX 

3809.5,30867.0 

8523.3, 134865 

3809.5,30867.0 

11.0, 11.0 

1L0, 1LU 

11.0, 11.0 


5% 95% 

3809.5,30867.0 

8523.3, 13486.5 

3809.5,30867.0 

11.0, 11.0 

11.0, 11.0 

11.0,11.0 


BLQ Values lEduded 

0 

0 

0 

4 

3 

7 

Week 3 

N 

2 

3 

5 

4 

3 

7 


MEAN, GEO MEAN 

11020.5.5984.5 

92725,9086.7 

9971.7,7688.8 

11.0, 11.0 

11.0,11.0 

11.0, 11.0 


SD, SE 

13087.10,9253.95 

2353.34,1358.70 

6819.34,3049.70 

0.00, 0.00 

0.00,0.00 

o.oo, aoo 


MEDIAN 

11020.5 

8330.8 

8330.8 

11.0 

11.0 

11.0 


MIN, MAX 

1766,5, 20274 4 

7535.9, 119509 

1766.5,20274.4 

1L0 H.O 

11.0,11.0 

11.0, 11.0 


5%, 95% 

1766.5,20274.4 

7535.9,11950.9 

1766.5,20274.4 

11.0,11.0 

11.0,11.0 

11.0,11.0 


BLQ Values Included 

0 

0 

0 

4 

3 

7 

Overall' 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

171829, 11625.7 

9743.4,95223 

134622 10521.5 

1L0, 11.0 

11.0,11,0 

1L0,11.0 


SD, SE 

1379260,7963.16 

2653.99,153228 

9773.22,3989.90 

0.00,0.00 

0,00, 0.00 

0.00,0.00 


MEDIAN 

18418.8 

8374.7 

10588.5 

11.0 

1L0 

11.0 


MIN, MAX 

2814.0,30316.0 

8053.1,128023 

2814.0, 30316.0 

11.0,11.0 

11.0, 11.0 

11.0, 11.0 


5%, 95% 

2814.0,30316.0 

8053.1,123023 

2814.0, 30316.0 

11.0,11.0 

11.0.11.0 

11.0.11.0 


Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to tlie upper limit of the 
BLQ (e.g., '<1.234' will be used as '1.234') forthe averages across visits witMa a subject thus eliminaiig all BLQ values for the overall statistics. 
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TABLE 14 . 4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMETOINT AND OVERALL 
(Page 93 of?) 


Biomaiken Total Countne (ngapL) 


Time point 

-i-H- 1 - 


Smoke re 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Weelcl 

N 

3 

3 

6 

4 

2 

6 


MEAN, GEO MEAN 

33465,2074.5 

1712.7,1661.1 

2529.6,1856.3 

1.9,1.9 

1.9,1.9 

1.9,1.9 


SD.SE 

3332.13,1923.81 

524.33,302.72 

2313.43,944.45 

0.00,0.00 

0.00,000 

0.00,0.00 


MEDIAN 

2520.5 

1597.2 

1941.2 

1.9 

1.9 

1.9 


MIN, MAX 

505.0,7013.9 

1255.8, 2285.2 

505.0,7013,9 

1.9,1.9 

1.9,1.9 

1.9,1.9 


5%, 95% 

505.0, 7013.9 

1255.8,2285.2 

505.0,7013.9 

1.9,1.9 

1.9,1.9 

1.9,1.9 


BLQ Values Included 

0 

0 

0 

4 

2 

6 

Week 2 

N 

3 

3 

6 

4 

3 

7 


MEAN, GEO MEAN 

3360.1, 2438.1 

1803.8, 1762.1 

2581.9,2072,8 

1.9,1.9 

1.9,1.9 

1.9,1.9 


SD.SE 

2441.67,1409.70 

496.08,286.41 

179159,731.41 

0.00,0.00 

0.00,0.00 

0.00,0.00 


MEDIAN 

3970.3 

1533.2 

1954.8 

1.9 

1.9 

1.9 


MIN, MAX 

671.2,5438.8 

1501.8,2376.3 

671.2,5438.8 

1.9,1.9 

1.9,1.9 

1.9,1.9 


5%, 95% 

671.2, 5438.8 

1501.8,2376.3 

67L2,5438.8 

1.9,1.9 

1.9,1.9 

1.9,1.9 


BLQ Values Included 

0 

0 

0 

4 

3 

7 

Week 3 

N 

2 

3 

5 

4 

3 

7 


MEAN, GEO MEAN 

1941,8,1054.5 

1633,8,1601.1 

1757.0,1354.8 

1.9,1.9 

1.9,1.9 

1.9,1,9 


SD.SE 

2305.88, 1630.50 

414.64,239.39 

120154,537.34 

0.00,0.00 

0.00, 0.00 

0.00,0.00 


median 

1941.8 

1467.9 

1467.9 

1.9 

1.9 

L9 


MIN, MAX 

311.3,3572.3 

13275!, 2105.7 

311.3,3572.3 

1.9.1.9 

1.9,1.9 

1.9,1.9 


5%, 95% 

311.3,35729 

1327.8,2105.7 

311.3,3572,3 

1.9,1.9 

1.9,1.9 

1.9,1.9 


BLQ Values Included 

0 

0 

0 

4 

3 

7 

Overall" 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

3027.6,2048.4 

1716.8, 1677.8 

2372.2,1853.9 

1.9,1.9 

1.9.1.9 

1.9,1.9 


SD.SE 

2-130.28,1403.12 

467.59,269.96 

1723.05.703.03 

0.00,0.00 

0.00,0.00 

0.00.0.00 


MEDIAN 

3245.4 

1475.6 

1865.7 

1.9 

1.9 

1.9 


MIN, MAX 

495.8,5341.7 

1419.0,2255.7 

495.8,5341.7 

1.9,151 

1.9, 1.9 

1.9, L9 


5%, 95% 

495.8,5341.7 

1419.0,2255.7 

495.8,5341.7 

1.9,1.9 

1.9,1.9 

1.9,1,9 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upperlimit of die 
BLQ (e.g., '<1.234' will be used as '1.234') for tire averages across visits within a subject thus climinatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 


STATISTICAL comparison between smokers and NON-SMOKERS by gender 
OF 24-HOUR URINE BIOMARKERS OFEXPOSURE BY TIMEPOINT AND OVERALL 


(Page 94 of?) 


Biout arken Free Cotinine t'mnoPL) ___________ 

_Smotera____ Non-Smokers 


Tiwepoint_ Statistic _ Male _ Female _ Overall _Male_ 


Week 1 

N 

3 

3 

6 

4 

3 

7 


MEAN, GEO MEAN 

6583.8,5308.2 

3693.7,3619.1 

5138.7,4383.0 

7.6,50 

3.1,3.1 

5.6,4.1 


SD, SE 

4959.84,2863.57 

939.49,54Z41 

3563.54,145481 

8.9U, 4.45 

aoo,ctoo 

6.73, 2-54 


MEDIAN 

5463.6 

33385 

4048.8 

3.1 

3.1 

3.1 


MIN, MAX 

2279.8, 12007.9 

2983.6,4759.0 

2279.8, 12007.9 

3.1,20.9 

3.1, 3,1 

3.1,20.9 


5%, 95% 

2279.8,12007.9 

2983.6,4759.0 

2279.8, 12007,9 

3.1, 20.9 

3.1,3.1 

3.1,20.9 


BLQ Values Included 

0 

0 

0 

3 

3 

6 

Week 2 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

6439.9, 5581.3 

4243.9,4212.0 

5341.9,4348.5 

3.1.3.1 

3.1,3.1 

3.1, 3.1 


SD, SE 

3631.27,2096.51 

620.20, 358.07 

2622.04,1D70.44 

0.00,0.00 

0,00,0.00 

0.00,0.00 


MEDIAN 

7090.1 

4495.7 

4597.2 

3.1 

3.1 

3.1 


MIN, MAX 

2527,5,9702.2 

3537.4,469S.6 

2527.5,9702,2 

3.1.3.1 

3.1,3.1 

3.1.3.1 


5%, 95% 

2527.5, 9702.2 

3537.4,4698.6 

2527.5.9702.2 

3.1,3.1 

3.1, 3.1 

3.1,3.1 


BLQ Values Included 

0 

0 

0 

4 

4 

8 

Week 3 

N 

2 

3 

5 

3 

4 

7 


MEAN, GEO MEAN 

4650.6, 3439.8 

3602,1,3500.7 

4021.5,3476.2 

3.1.3.1 

3.1,3.1 

3.1,3.1 


SD, SE 

4426.13, 3129.75 

1094.83, 632.10 

2413.87, 1079.52 

000,0.00 

0.00,0,00 

0.00,0.00 


MEDIAN 

4S50.6 

3087.7 

3087.7 

3.1 

3,1 

3.1 


MIN, MAX 

1520.8, 7780.3 

2859.2, 4859.4 

1520.8,7780.3 

3.1, 3.1 

3.1, 3.1 

3.1.3.1 


5%, 95% 

1520.8,7780.3 

2859.2,4859.4 

1520.8,7780.3 

3.1.3.1 

3.1, 3,1 

3.1.3.I 


BLQValues Included 

0 

0 

0 

3 

4 

7 

Overall" 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

6072.1, 5067,8 

3846.5, 3787.3 

4959,3, 4381,0 

4.6.4.0 

3.1,3.1 

3.8,35 


SD, SE 

3864.42,2231.12 

841.91,486.07 

2782.63,113600 

2.95.1.48 

0.00,0.00 

2.09,0.74 


MEDIAN 

6276.9 

3640.6 

4206.5 

3.1 

3.1 

3.1 


MIN, MAX 

2109.4,9830.1 

3126.7, 47723 

2109.4,9830.1 

3.1,9.0 

3.1,3.1 

3.1,9.0 


5%, 95% 

2109.4,9830.1 

3126.7,4772.3 

2109.4,9830.1 

3.1,90 

11,3.1 

3.1,9.0 


' Overall values calculated by first averaging the results across visits within a subject, then calculating lire descriptive statistics across subjects. Count of BLQ values does not apply os the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234' will be used as T.234') for the averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOMT AND OVERALL 
(Page 95 of?) 


Bioraarker Free Cotininc (nr/mL) ... . __— 

Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

4 

3 

7 


MEAN, GEO MEAN 

1160.1,935.3 

650.8,637.7 

905.4,772.3 

1.3,0.8 

05,0.5 

1.0,0.7 


SD, SE 

873.93,50456 

165,53,95.57 

627.91,256.34 

1.60,0.80 

0.00,0.00 

1.21,0.46 


MEDIAN 

962.7 

588.2 

713.4 

05 

05 

0.5 


MIN, MAX 

401.7,2115.8 

525.7,838.5 

401.7,2115,8 

0,5, 3.7 

0.5,05 

05,3.7 


5%, 95% 

401.7, 2115.8 

525.7. 838.5 

401.7, 2115.8 

05, 3.7 

0,5,05 

05.3.7 


BLQ Values Included 

0 

0 

0 

3 

3 

6 

Week 2 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

1134.7,983.4 

747.8, 7411 

941.2,8543 

0.5,0.5 

05,0.5 

05,05 


SD, SE 

639.84, 369.41 

109.27, 63.09 

462.01, 188.61 

0.00,0.00 

0.00,0.00 

0.00, 0.00 


MEDIAN 

1249.3 

792.1 

810.0 

0.5 

05 

0.5 


MIN, MAX 

445.3, 1709.5 

623.3, 827.9 

445.3, 17095 

0.5.0.5 

05, as 

0.5,05 


5%, 95% 

445.3, 1709.5 

623.3, 827.9 

445.3,1709.5 

0.5,0.5 

0.5,05 

0.5,05 


BLQ Values Included 

0 

0 

0 

4 

4 

8 

Week 3 

N 

2 

3 

5 

3 

4 

7 


MEAN, GEO MEAN 

819.5, 606.1 

634.7,616.8 

708.6,612,5 

0.5,05 

05,0.5 

0.5,05 


SD, SE 

779.87,551.45 

192.88, 111.36 

425.31, 190.20 

0.00,0.00 

0.00,0.00 

0.00,0.00 


MEDIAN 

8195 

5441 

544.1 

05 

05 

0.5 


MIN, MAX 

268.0, 1370.9 

503.8,856.2 

268,0, 1370.9 

0.5,05 

0.5,0.5 

05,05 


5%, 95% 

268.0,1370.9 

503.8, S56.2 

268.0,1370.9 

0.5,05 

05,05 

05,05 


BLQ Values Included 

0 

0 

0 

3 

4 

7 

Overall* 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

10S9.9,893.0 

677.8,667.3 

873.9,771.9 

0.8,0.7 

05,05 

0.6,0.6 


SD, SE 

680.92, 393.13 

148.36. 85.66 

490.31,200.17 

055.0.28 

0.00,0.00 

0.39,0.14 


MEDIAN 

1106.0 

641.5 

741.2 

05 

05 

05 


MIN, MAX 

371.7, 17311 

550.9, 840.9 

371,7,1732.1 

05,1.6 

05,05 

05,1.6 


5%, 95% 

371.7,17311 

550.9, 840.9 

3/1.7,1732.1 

05,1.6 

05,05 

05,1.6 


‘ Overall values calculated by fmi averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were convened to live upper limit of the 
BLQ (e.g., '<1.234' will be used as '1.234 1 ) for the averages across visits withiu a subject thus eliminstig all BLQ values for the overall statistics. 
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TABLE 14.4 2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BV GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 96 of ?) 


Diomaikcu Total 3-LyJiowcoiinine (nniol/L] 


Titnepoin! 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week I 

N 

3 

3 

6 

2 

3 

5 


MEAN, GEO MEAN 

19663.7, 17523.9 

17857.8, 17465.3 

18760.8,17494.6 

2S.5,23.5 

21.9,18.5 

24.5,20.3 


SD, SE 

9744.29,5625.87 

4337.31, 2504.15 

6817.90,2783.39 

22.70,16.05 

16.45,9.50 

1664,7.44 


MEDIAN 

24995.6 

20281.3 

20361.6 

2S.5 

12.4 

12.4 


MIN, MAX 

S417.0, 2557S.5 

12850.4, 20441.8 

8417.0,25578.5 

12. 4 t 44.5 

12.4, 40.9 

124,44.5 


5%, 95 % 

8417.0,25578,5 

12850.4,20441.8 

8417.0,25578.5 

1Z4, 44.5 

12.4, 40.9 

12.4, 44.5 


BLQ Values Included 

0 

0 

0 

i 

2 

3 

Week 2 

N 

3 

3 

6 

3 

2 

5 


MEAN, GEO MEAN 

22250.3,18298.4 

17703.7,16917.1 

19977.0,17594.2 

22.2,18.6 

124,124 

18.3,15.8 


SD, SE 

15078.20, 8705.42 

6696.93, 3866.47 

10727.60,43795 4 

17.03,9.83 

0.00,0.00 

13.19,5.90 


MEDIAN 

21500.8 

15546.0 

18523.4 

12.4 

12,4 

12.4 


MIN, MAX 

7560.8, 37689.3 

12351.6,2S2135 

7560.8,37689.3 

12.4, 41.9 

12.4, 12.4 

12.4,41.9 


5%, 95% 

7560.8, 37689.3 

12351.6, 25213.5 

7560.8, 37689.3 

12.4, 41.9 

12.4, 12.4 

12.4,41.9 


BLQ Values Included 

0 

0 

0 

2 

2 

4 

Week3 

N 

2 

3 

5 

3 

2 

5 


MEAN, GEO MEAN 

9886.9,8143.2 

14951.2,12532.8 

12925.5, 10547.5 

124,12.4 

124,12.4 

124, 124 


SD, SE 

792950,5607.00 

11304.30, 6526.57 

9343.85,4178.70 

0.00,0.00 

0.00,0.00 

0.00,0.00 


MEDIAN 

9886.9 

9437.S 

9437.8 

12.4 

12.4 

124 


MIN, MAX 

4279.9,15493.9 

74615.27954.4 

4279.9, 27954.4 

12.4, 114 

12.4, 124 

12.4,124 


5%, 95% 

4279.9,15493.9 

74615,27954.4 

4279.9,27954.4 

124,124 

12.4.124 

124.124 


BLQ Values Included 

0 

0 

0 

3 

2 

5 

Overall* 

N 

3 

3 

6 

3 

3 

6 


MEAN. GEO MEAN 

19683.3, 16403.7 

16837.6,16021.8 

18260.5, 16211.6 

19.2,17.2 

21.9, 18.5 

20.6,17.8 


SD.SE 

12469.60.7199.31 

6747.46, 3895.65 

9101.47,3715.66 

11.84,6.83 

16.45, 9.50 

12.90,5.27 


MEDIAN 

20663.4 

14023.6 

17343.5 

12.4 

124 

12.4 


MIN, MAX 

6752.6,31633.9 

11952.6 24536.6 

6752.631633.9 

12.4,32.9 

124,40.9 

12.4,40.9 


5%, 95% 

6752.6,31633.9 

11952.6,24536.6 

6752.6,31633.9 

124,32.9 

124,40.9 

124,40.9 


Overall values calculated by first averaging the results across visits within a subject, then calculating tire descriptive statistics across subjects. Count of BLQ values does not apply as the BLQvtilues were converted to the upper limit of die 
LI Q (e.g., '<1.234' will be used as '1.234 1 ) for the averages across visits within a subject thus elimittatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 97 of 2) 


Biomarker: Total 3-hydroxvcoiiuiiie (ng/mL) 


Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

2 

3 

5 


MEAN. GEO MEAN 

3779.4.3368.1 

3432.3,3356.8 

3605.8,3362.4 

5.5,4.5 

4.2. 3.6 

4.7, 3.9 


SD.SE 

1872.90, 1081.32 

833.66, 481.32 

1310.43,534.98 

4.38, 3.10 

3.18.1.83 

3.21,1.44 


MEDIAN 

4804.2 

3898.1 

3913.5 

5.5 

2.4 

2.4 


MIN, MAX 

1617.7,4916.2 

2469.8,3928.9 

1617.7,4916.2 

2.4, 8.6 

2.4,7.9 

2.4, 8.6 


5%, 95% 

1617.7, 4916.2 

2469.8, 3928.9 

1617.7,4916.2 

2.4,8.6 

2.4,7.9 

2.4,8.6 


BLQ Values Included 

0 

0 

0 

l 

2 

3 

Week 2 

N 

3 

3 

6 

3 

2 

5 


MEAN, GEO MEAN 

4276.5, 3517.0 

3402.6,3251.4 

3839.6,3381.6 

4.3,3.6 

24.2.4 

3.5,3.1 


SD.SE 

2898.04,1673.18 

1287.13,743.12 

2061.85,841.75 

3.29,1.90 

0.00,0.00 

255,1,14 


MEDIAN 

4132.5 

2987.9 

3560.2 

2.4 

2.4 

2.4 


MIN, MAX 

1453.2, 7243.9 

2374.0, 4846.0 

1453.2, 7243.9 

2.4, 8.1 

2.4, 2.4 

2.4,8.1 


5%, 95% 

1453.2, 7243.9 

2374.0, 4846.0 

1453.2, 7243.9 

24, 8.1 

2.4, 2.4 

2.4,8.1 


BLQ Values Included 

0 

0 

0 

2 

2 

4 

Week 3 

N 

2 

3 

5 

3 

2 

5 


MEAN, GEO MEAN 

1900.3, 1565.1 

2873.6, 2408.8 

2484.3,2027.2 

2.4, 2.4 

2.4,2.4 

2.4,2.4 


SD,SE 

1524.03, 1077.65 

2172.69,1254.40 

1795.88,803.14 

0.00,0.00 

0.00,0.00 

0.00, 0.00 


MEDIAN 

1900.3 

1813.9 

1813.9 

2.4 

Z4 

2.4 


MIN, MAX 

822.6, 2977.9 

1434.1,5372.8 

822,6,537Z8 

2.4,2.4 

2.4, 2.4 

2.4, 2.4 


5%, 95% 

822.6, 2977.9 

1434.1,5372.8 

822.6,5372,8 

2.4,2,4 

2.4, 2.4 

2.4,2.4 


BLQ Values Included 

0 

0 

0 

3 

2 

5 

Overall’ 

N 

3 

3 

6 

3 

3 

6 


MEAN, CEO MEAN 

3783.1,3152.8 

3236.2, 3079.4 

3509.7, 3115.9 

3.7,3.3 

4.2,3.6 

4.0,3.4 


SD.SE 

2396.71, 1383.74 

1296.85, 748.73 

1749.33, 714.16 

2,31,1.33 

3.18,1.83 

2.50, 1.02 


MEDIAN 

39715 

269S.3 

3333.4 

2.4 

2.4 

2.4 


MIN. MAX 

1297.8,6080.1 

2297.3. 4715.9 

1297.8,6080.1 

2.4, 6.4 

3.4,7.9 

2,4, 7.9 


5%, 95% 

1297.8,6080.1 

2297.3,4715.9 

1297.8,6080.1 

2.4.6.4 

2.4.7.9 

2.4, 7.9 


' Overall values calculated by first averaging the results across visits within a subject, lliea calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limil of Ihe 
BLQ (c.g., '<1.234' will be used as T.234’) forthe averages across visits wiillin a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 


STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 


(Page 98 of ?) 


tfiomartcer free 

Timepoint 

^-nYOimycounme inmoi/nj 


Smokers 



Nou-Smokeis 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week l 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

16696.1,14940.9 

14366.9,14092.1 

15531.5,14510.3 

13.5, L0.3 

12.2,9.7 

12,9,10.0 


5D,SE 

8158.34, 4710.22 

3268.60,1887.13 

5703.03,2328.25 

12.46,6.23 

8.60,4.30 

9.94,3.51 


MEDIAN 

21097.5 

16158.5 

16253.2 

8.3 

11.2 

8.3 


MIN, MAX 

7282.3,21708.6 

10594.2,16347.9 

7282.3,21708.6 

5.7,31.9 

4.9,21.6 

4.9,31.9 


3%, 95% 

7282.3,21708.6 

10594.2, 16347.9 

7282.3,21708.6 

5.7,31.9 

4.9,21.6 

4.9,31.9 


BLQ Values Included 

0 

0 

0 

0 

0 

0 

Week 2 

N 

3 

3 

6 

3 

4 

7 


MEAN, GEO MEAN 

17203.0,13492.0 

55228.1,14505.1 

16215.6,13989.4 

17.2,14.6 

9.4, 8.8 

127,10.9 


SD,SE 

12805.30.7393.14 

594328, 3431.36 

8993.85, 3671.72 

10.55,6.09 

3.79, 1.90 

7.86,297 


MEDIAN 

16061,2 

13399.8 

14730.5 

17.4 

8.6 

10.3 


MIN, MAX 

5006.9, 30541.0 

10413.7,21870.7 

5006.9,30541.0 

6.5,27.6 

6.0,14.3 

6,0,27.6 


5%, 95% 

5006.9,30541.0 

10413.7,21870.7 

50069,30541.0 

6.5,27.6 

6.0, 143 

6a 27.6 


BLQ Vallies Included 

0 

0 

0 

0 

0 

0 

Week 3 

N 

2 

3 

5 

2 

3 

5 


MEAN, GEO MEAN 

8140.5,7014.7 

12045.1, 10508.6 

10483.2,8939.9 

9.8,9.4 

123,11.6 

11.3,10.7 


SD, SE 

5841.55,4130.60 

7912.77,4568.44 

6664.13,2980.29 

3.89,2.75 

4.70,2.71 

4.09,1.83 


MEDIAN 

8140.5 

8860.2 

8860.2 

9.8 

12.4 

12.4 


MIN, MAX 

4009.9.12271.1 

6221.0,21054.0 

4009.9,210540 

7.0, 12.5 

75,16.9 

7.0,16.9 


5%, 95% 

4009.9,12271.1 

6221.0.21054.0 

4009.9,21054.0 

7.0,12.5 

75,16.9 

7.0,16.9 


BLQ Values Included 

0 

0 

0 

0 

0 

0 

Overall* 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

16011.5,13273.5 

13880 0, 132955 

14945.7, 13284.5 

11.9b 10.2 

10.7.9.8 

11.2 10.0 


SD, SE 

10353.70,5977.73 

5163.80, 2981.32 

7410.05,3025.14 

7.71,3.85 

4.99, 250 

6.05,214 


MEDIAN 

16476.6 

11810.8 

14143.7 

9.8 

10.7 

10.6 


MIN, MAX 

5433.0,26124.8 

10071.7, 19757.5 

5433.0:, 26124 8 

5.9,222 

55,16.1 

55,222 


5%, 95% 

5433.0,26124.8 

10071.7,197575 

5433.0,26124.8 

5.9,22.2 

55, 16.1 

55,22.2 


' Overall values calculated by lint averaging tlie results across vista within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as tire BLQ values wbiu converted to die upper limit of the 
BLQ(c.g., '<1.234’ will he used as T.234') for die averages across visits within a subject thus cliinmatlg all BLQ values for thcoverall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OFBXPOSURE BY TIMEPOINT AND OVERALL 
(Page 99 of ?) 


Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

3 

3 

6 

4 

4 

8 


MEAN, CEO MEAN 

3209.0,2871.7 

2761.3,2708.5 

2985.2,2788.9 

26,2.0 

2.3, 1.8 

25, 1.9 


SD,SE 

156800,905.29 

628.25, 362,72 

1096.11,447.48 

2.39,1-19 

1.69,0.84 

1.92,0.68 


MEDIAN 

4054.9 

3105.7 

3123.9 

1.6 

2.1 

1.6 


MIN, MAX 

1399.7, 4172.4 

2036.2,3142.1 

1399.7,4172.4 

1.1, 6.1 

0.9, 4.2 

0.9,6.1 


5%, 95% 

1399.7,4172.4 

2036.2,3142.1 

1399.7, 4172.4 

1.1,6.1 

0.9,4.2 

0.9,6.1 


BLQ Values Included 

0 

0 

0 

0 

0 

0 

Week 2 

N 

3 

3 

6 

3 

4 

7 


MEAN, UEO MEAN 

3306.4,2593.2 

2926.8, 2787.9 

3116.6, 2688,7 

3.3,2.8 

1.8,1.7 

2.4,21 


SD,SE 

2461.20, 1420.97 

1142.28, 659.50 

1728.63, 705.71 

2.05, 1.18 

CL70, 0.35 

1,50 057 


MEDIAN 

3087.0 

2575.4 

2831.2 

3.3 

1.7 

2.0 


MTN, MAX 

962.3,5870.0 

2001.5. 4203.5 

962.3, 5870.0 

1.2.5.3 

1.2,2.7 

1.2,5.3 


5%, 95% 

962.3,5870,0 

2001.5,4203.5 

962.3, 5870.0 

1.2,5.3 

1.2, 2.7 

1.2,5.3 


BLQ Values Included 

0 

0 

0 

0 

0 

0 

Week 3 

N 

2 

3 

5 

2 

3 

5 


MEAN, GEO MEAN 

1564.6,1348,2 

2315.1,2019.8 

2014.9,1718.2 

1.9,1.8 

2.3,2.2 

2.1, 2.0 


SD.SE 

1122,74,793.90 

1520.84, 878.06 

1280.85,572.81 

0.78, 0.55 

O.90,0.52 

0.79.0.35 


MEDIAN 

1564.6 

1702.9 

1702,9 

1.9 

24 

2.4 


MIN, MAX 

770.7,2358.5 

1195.7,4046.6 

770.7, 4046.6 

1.3, 2.4 

1.4,3.2 

1.3,3.2 


5%, 95% 

770.7,2358.5 

1195.7,4046.6 

770.7, 4046.6 

1.3, 2.4 

1.4, 3.2 

1.3,3.2 


BLQ Values Included 

0 

0 

0 

0 

0 

0 

Overall* 

N 

3 

3 

6 

4 

4 

8 


MEAN, GEO MEAN 

3077.4,2551.2 

2667.7,2555.4 

2872.6,2553.3 

2.3.1.9 

21,1.9 

22,1.9 


SD.SE 

1990.01, 1148,93 

992.49,573.01 

1424.22,581.44 

1.45,0.73 

0.95,0.48 

1.15,0.40 


MEDIAN 

3166.8 

2270.0 

27t8.4 

1.9 

2.0 

20 


MIN, MAX 

1044.2,5021.2 

1935.8,3797.4 

1044,2,5021.2 

1.1,4.2 

U, 3.1 

1.1,4.2 


5%, 95% 

1044.2,5021,2 

1935.8,3797.4 

1044.2,5021.2 

1.1,4.2 

1.1,3,1 

1.1,4.2 


BLQ(e.g., '<1.234' will be used as '1.234 1 ) for the averages across visits within a subject thus eliminatig till BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 100 of?) 


BiDrasrker Nicotine Gluruonidefnmol/L') 

Tlmepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

13 

31 

49 

28 

35 

63 


MEAN, GEO MEAN 

3185.830, 1315.050 

2857,660.1385.610 

2978.210,1359.260 

3.369, NA 

0.511, NA 

1.781, NA 


SD.SE 

4046.8000, 953.8390 

3716.0700,667.4250 

3802.1400,543.1640 

5.8234,1.1005 

15064,0.2546 

4.2499,05354 


MEDIAN 

1437.370 

1405.000 

1405.000 

0.000 

0.000 

0.000 


MIN, MAX 

17.879,12968.078 

59.184, 17624.502 

17.879,17624.502 

0.000,22.811 

0.000, 6,782 

0.000,22.811 


5%, 95% 

17.879,12968.100 

71.514,10892300 

71.514,11547.000 

0.000, 18.495 

0.000, 4,932 

0.000,9.248 


BLQ Values Included 

0 

0 

0 

18 

34 

52 

Week 2 

N 

17 

31 

48 

29 

35 

64 


MEAN. GEO MEAN 

3220.380, 1984.940 

3586.080, 1633.400 

3456,560,1750.150 

5.166, NA 

0.388.NA 

2.553, NA 


SD.SE 

3208.1800,778.0980 

4914.8800,882.7380 

4353.5900, 628.3870 

18.3997,3.4167 

1.7119,0.2894 

125617,1.5702 


MEDIAN 

1499.950 

1458.640 

1479.290 

0,000 

0.000 

0.000 


MIN, MAX 

330.444,10055.115 

68.432,25269.102 

68.432 25269,102 

0.000,99.257 

0.000, 9.864 

0,000 r 99-257 


5%, 95% 

330.444,10055.100 

106,038, 10255.500 

121.451, 10055.100 

0.000,11,714 

0.000,2.466 

0.000, 9.864 


BLQ Values Included 

0 

0 

0 

22 

33 

55 

Week 3 

N 

16 

29 

45 

30 

36 

66 


MEAN, GEO MEAN 

2390.020, 1334.460 

3029.460,1504.190 

2802.100,1441.500 

2.589, NA 

0.240, NA 

1.308, NA 


SD, SE 

1832.9400, 458.2350 

2699.1100,501.2120 

2424.2900,361.3920 

5.7411,1-0482 

0.8629,0.1438 

4.0615,0.4999 


MEDIAN 

2286.600 

2594.230 

2594.230 

0.000 

0.000 

0.000 


MIN, MAX 

27.126,5382.662 

J 2.330, 8494.754 

12330, 8494.754 

0.000,28.976 

0.000, 4,316 

0.000,28,976 


5%, 959k 

27.126,5382.660 

17.879.8343.710 

27.126, 8015.730 

0.000,11.714 

0.000, 2.466 

0.000,6.165 


BLQ Values Included 

0 

0 

0 

23 

35 

58 

Overall' 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

2837220,1507.000 

3047.120,1633.130 

2971560, 1586.550 

3.689, NA 

0.383, NA 

1.885, NA 


SD.SE 

2855.8900,673.1400 

3367,0200, 595.2100 

3164.2200,447.4880 

7,5385, 1.3763 

1.1215,0.L8S9 

5.3651,0.6604 


MEDIAN 

1684.180 

1332.880 

1558.720 

0.103 

0.000 

O.OQO 


MIN, MAX 

22.503,9135.910 

68.432.14522.700 

22,503, 14522.700 

0.000, 36.579 

0.000.5.549 

0.000.36579 


5%, 95% 

22503,9135.910 

981640l 11621.800 

98.640, 9135.910 

OtOOO, 19.112 

ftOOO, 3.699 

0.000,7.707 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ (e.g., '<1.234' will be used as '1234 1 ) for the averages across visits within a subject thus climinalig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 101 of?) 


Bioroarkeir Nicotine Gluruonide (ntnoI/241tr) 


Timepoint 



Smoke is 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

31 

49 

28 

35 

63 


MEAN, GEO MEAN 

4026.810,2152.390 

4140.120,2380.430 

4098.500,2293.980 

5.227, NA 

1.207, NA 

2.994, NA 


SD,SE 

3521.3800,829.9970 

4418.1200,793.5190 

4073.6500,581.9500 

8.9670,1.6946 

4.1795,0.7065 

6.9750,0.8788 


MEDIAN 

3048.350 

2576.290 

2740.960 

0.000 

0.01)0 

Q.UOO 


MIN, MAX 

25.209, 10788.304 

162,756, 22030.628 

25.209,22030.628 

0.000, 29.594 

0.000* 22.042 

0.000,29.594 


5 %, 95% 

25.209, 10788.300 

- 185.043,11202.800 

162.756,10788.300 

0.000, 29.242 

0.000,11.235 

0.000,22.042 


BLQ Values Included 

0 

0 

0 

18 

34 

52 

Week 2 

N 

17 

31 

48 

29 

35 

64 


MEAN, GEO MEAN 

4025.200,2885.680 

4619.800,2660.690 

4409.210,2738.290 

12807, NA 

0.814, NA 

6.248, NA 


SD, SE 

3025.1900,733.7160 

4867.0700,874.1510 

4279.9900, 617.7630 

522807, 9.7083 

3.7290, 0,6303 

35.4753,4.4344 


MEDIAN 

3547.290 

3511.090 

3529.190 

0.000 

0.000 

0.000 


MIN, MAX 

461.543,9872.580 

177.318,22489.501 

177.318,22489.501 

0.000,282.882 

0.000, 21.701 

0.000,282882 


5%, 95% 

461.543, 9872,580 

193.519, 16921.500 

294.258, 11807.500 

0.000,23.674 

0.000, 4.389 

0.000,14.886 


BLQ Values Included 

0 

0 

0 

22 

33 

55 

Week 3 

N 

16 

29 

45 

30 

36 

66 


MEAN, GEO MEAN 

4351.610,2285.070 

4485 520,2581.350 

4437.910,2471.850 

4,535, NA 

0.420, NA 

2.290, NA 


SD, SE 

3671.9000, 917.9750 

3249.7700,603.4680 

3354.7100,501.5820 

8.5750,1.5656 

1.5602 0.2600 

6.1951,0.7626 


MEDIAN 

3945.800 

4005.330 

4005330 

0.000 

0.000 

0,000 


MIN, MAX 

28.428, 11461.291 

17.262. 12487.288 

17.262, 12487.288 

0.000,37.669 

0.000, 8.114 

0,000.37.669 


5%, 95% 

28.428, 11461.300 

52.296,10420.500 

52296,10485.800 

0.000,21.20B 

0.000, 4,279 

0.000,14.303 


BLQ Values Included 

0 

0 

0 

23 

35 

58 

Overall' 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

3965,130,2293.940 

4289.750.2765.0S0 

4172.890,2585.250 

7.466, HA 

0.815, NA 

3,838, NA 


SD, SE 

3288.3000,775.0590 

3668.2900, 648.4680 

3505.6200,495.7700 

19.3413,3.5312 

25735.0.4289 

13.4760, 1.6588 


MEDIAN 

3242.430 

2982.790 

3084.910 

0.137 

0.000 

0.000 


MIN, MAX 

26.819, 10353.300 

133.990,15441.800 

26.819,15441.800 

0.000,104.041 

0.000, 11.885 

0.000,104.041 


5%, 95% 

26.819, 10353.300 

199.791, 12852.600 

199.791, 11219.200 

0.000,21.634 

0.000,10.052 

0.000, 18.618 


‘ Overall values calculated l»y first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ values does not apply as tire BLQ values were converted to (lie uppet limit of the 
BLQ (c.g., '<1.234' will be used an T l,234 l ) forthc averages across visits within a subject thus eliminatig all BLQ values fortheoverall statistics. 


Project Number: 1PPP6-a4!iO 


Created on 1SWAR32 at 08:53 Prlntad on Tuesday, March 26, 2002 at 2:12 PM Page 101 of 10S 


Source: https://www.industrydocuments.ucsf.edu/docs/yxnj0001 



PM3003565078 



TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOINT AND OVERALL 
(Page 102 of?) 


Biomarker Nicotine Gluruonidc fnmoVmg Creatin') _—-— 

Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week l 

N 

IS 

31 

49 

28 

35 

63 


MEAN, GEO MEAN 

2.667, 1.629 

3.223,2.054 

3.019,1.886 

0.003, NA 

0.001, NA 

0.002, NA 


SD,SE 

1.8732,0.4427 

26290, 0.4722 

23754,0.3393 

0.0061,0.0012 

0.0031,0.0005 

0.0047,0.0006 


MEDIAN 

2.644 

3.131 

2774 

0.000 

0.000 

0.000 


MIN, MAX 

0.024, 7,058 

0.135,12113 

0.024.12113 

0.000.0.023 

0,000,0.016 

0,000,0.023 


5%, 95% 

0.024. 7.058 

0187,7.068 

0135,7.058 

0.000,0.021 

0.000,0.008 

0.000,0.012 


BLQ Values Included 

0 

0 

0 

18 

34 

52 

Week 2 

N 

17 

31 

48 

29 

35 

64 


MEAN, GEO MEAN 

2.720,2.069 

3.522 2113 

3.238,2.097 

0.011, NA 

0.001, NA 

0.005, NA 


SD,SE 

1.8726,0.4542 

3.6051,0.6475 

3.1048,0.4481 

0.0499,0.0093 

0.0028, 0.0005 

0.0338,0.0042 


MEDIAN 

2.323 

2.864 

2.471 

0.000 

0.000 

0.000 


MIN, MAX 

0.29S. 6.734 

0153,17.646 

0.153, 17.646 

0.000, 0.270 

0.000,0.016 

0.000, 0.270 


5%, 95% 

0.298,6.734 

0.193,11.734 

0.222,6,805 

0.000,0.017 

0.000,0.004 

O.OOD, 0.011 


BLQ Values Included 

0 

0 

0 

22 

33 

55 

Week 3 

N 

16 

29 

45 

30 

36 

66 


MEAN, CEO MEAN 

2.776,1.558 

3.701,2.200 

3.372,1.946 

0.002, NA 

0.001, NA 

0.001, NA 


SD,SE 

21773,0.5443 

2.7698,0.5143 

25882,0.3858 

0.0045,0.0008 

0.0017,0.0003 

0.0034,0.0004 


MEDIAN 

2549 

3.179 

2.840 

0.000 

0.000 

0.000 


MIN, MAX 

0.025,6.372 

0.020,10.645 

0.020,10.645 

0.000,0.021 

0.000,0.008 

0.000, 0.021 


5%, 95% 

0025, 6.372 

0056,9.700 

0.056,8.031 

0.000,0.011 

0.000,0.006 

0.000, 0,008 


BLQ Values Included 

0 

0 

0 

23 

35 

58 

Overall* 

N 

IS 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

2612 1-659 

3.483,2.345 

3.169,2.071 

0.006, NA 

0,001, NA 

0.003, NA 


SD.SE 

1.9175,0.4520 

2.6610,0.4704 

24360,0.344S 

0.0177,0.0032 

0.0020,0.0003 

0.0121,0.0015 


MEDIAN 

2521 

2952 

2648 

0.000 

0.000 

0.000 


MIN. MAX 

0.025, 6.721 

0.120,10.339 

0.025,10.339 

0.000,0.097 

0.000, 0.009 

0.000,0.097 


5%, 95% 

0.025,6.721 

0.190,9.409 

0.190, 8.383 

0.000,0.013 

0.000, 0.008 

0.000,0.009 


' Overall values calculated by first averaging the results across visits witMn a subject, then calculsumg tile descriptive startstics scmss subjects. Count of BLQ values does not apply as the BLQ values were converted to the upperlimit of die 
BLQ (e.g„'<1.234 will be used as '1.234') for the averages across visits within a subject thus eliminalig all BLQ values forth; overall statistics. 
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TABLE 14.4-2 

STATISTICAL comparison between smokers and non- smokers bv render 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TTMEPOINT AND OVERALL 
(Page 103 of 7) 


Tiuicpoinl 

-1- 


Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

IS 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

12775.700,5928.170 

11946.900,6284.200 

12245.200,6153.630 

12.447, NA 

3.515, N A 

7.575, NA 


SD, SE 

15906.0000, 3749.0900 

12768.6000,2257.1900 

13823.3000,1954.9100 

24.9161,4.5490 

7.4771, 1.2462 

18.0877,2.2264 


MEDIAN 

6149.150 

6802.620 

6149.150 

2554 

ftOOO 

0.000 


MIN, MAX 

71.505, 5S435.475 

103.285,57183.003 

71.505,56435.475 

0.000, 121.445 

0.000,31.780 

0.000, 121.445 


5%, 95 % 

71,505, 58435.500 

193,518, 41739.100 

193.518, 44549,900 

0.000, 49.373 

0.000,23.268 

0.000, 38,023 


BLQ V alucs Include d 

0 

0 

0 

19 

31 

50 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

12429.200, 6666.940 

15118.100,8074.150 

14130.400,7525.660 

14.169, NA 

4.114, N A 

8.685, NA 


SD, SB 

14018.0000, 3304.0700 

16526.1000,2968.1700 

15556.5000,2222.3600 

24.9605,4.5571 

7.0808, 1.1 B01 

18.1773,2.2375 


MEDIAN 

8346.790 

6741.330 

7567.610 

2554 

aooo 

0.568 


MIN, MAX 

73.775,60546.008 

286.588,77152.193 

73.775,77152.193 

0.000,92.503 

0.000,24.970 

0.000,92.503 


5 %, 95 % 

73.775, 60546.000 

310.423,42264.000 

310.423, 42264.000 

0.000. 71505 

0.000,20.430 

0.000,57.318 


BLQ V alues Included 

0 

0 

0 

18 

30 

48 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

9575.360,5/58.280 

12155.200,7318.110 

11201.800,6697.690 

8.929, NA 

2.585, NA 

5.469, NA 


SD, SE 

7119.6800, 1726.7800 

10191.7000,1892.5500 

9178.1500,1353.2400 

16.0375,2.9280 

6.4599,1.0766 

121389, 1.4942 


MEDIAN 

8817.820 

8595.360 

8706.590 

1.987 

aooo 

aooo 


MIN. MAX 

81.153,23770.305 

160.035,37456.135 

81.153,37456.135 

0.000,78.883 

0.000,28.943 

0.000,78.883 


59b, 95 % 

81.153,23770.300 

900.623,29846.500 

756.478,27258.700 

0.000, 36.320 

0.000,19.863 

0.000,22.700 


BLQ Values Included 

0 

0 

0 

18 

33 

51 

Overall' 

N 

18 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

11720.700, 6790.710 

12733.500,7363.960 

12368.900,7152.220 

11.848, N A 

3.405, NA 

7.243, NA 


SD, SE 

10966.1000, 2584.7400 

12218.3000,2159.9100 

11679.4000.1651.7200 

18.0395,3.2936 

6.1136.1.0189 

13.5374,1.6663 


MFDTAN 

9090.310 

7428.200 

8028.620 

4.351 

0.284 

0.852 


MIN, MAX 

75.478,44996.300 

221.325,53864.600 

75.478,53864.600 

0.000,74.910 

0.000,23.268 

0.000,74.910 


5%, 95% 

75,478,44996.300 

430.165,316264)00 

430.165,31626.000 

0.000, 52.400 

0.000,23.079 

0.000,33.293 


BLQ (e.g., '<1.234' will be used as T.234 1 ) for the averages across visits within a subject thus eliroinaiig all BLQ values for tha overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 24-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMEPOTNT AND OVERALL 
(Page 104 of ?) 


Timepoint 

.. 


Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

16 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

17099.600.9702.850 

17SS6.800,11002.500 

17584.200,10515.700 

18.077, NA 

7.013, NA 

12.042, NA 


SD,SE 

16437.9000,3874.4400 

14914.9000,2636.6100 

15317.2000, 2166.1700 

31,1255,5.6827 

17.6358,2.9393 

25.1101,3.0908 


MEDIAN 

14284.800 

13051.200 

13520.000 

2645 

0.000 

0.000 


MIN, MAX 

100.822,68661.683 

284.034,60513,854 

100.822, 68661.683 

0.000, 106.872 

0.000,75.621 

0.000, 106.872 


595,95% 

100.822,68661.700 

561.202,52173.800 

561.202, 52173.800 

0,000,106.084 

0.000,72.395 

0.000,75.621 


BLQ Values Included 

0 

0 

0 

19 

31 

50 

Week 2 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO ME AN 

15578 800,9437.530 

19694.100,13152.200 

18182.400,11642.600 

23.010, NA 

8.530, NA 

15.112, NA 


SD,SE 

12680.2000,29S8.7600 

15548.2000,2792.5400 

14562.1000, 2U80.3000 

43,7941,7.9957 

15.2176,2.5363 

32,1430,3.9565 


MEDIAN 

14129.700 

14973.800 

14973.800 

2566 

0.000 

0.698 


MIN, MAX 

66.39S, 54491.407 

453.218,68665.452 

66.398, 68665.452 

0.000,203.789 

0.000, 54.934 

0.000,203.789 


5%, 95% 

66.398, 54491.400 

523.023, 55852.000 

523.023, 54491.400 

0000.103.001 

0.000.44.129 

0.000,73.080 


BLQ Values Included 

0 

0 

0 

18 

30 

48 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

17262.700,9735.880 

18129.700, 12558.600 

17809.300, 11430.900 

15.560, NA 

5.004, NA 

9.802, NA 


SD.SE 

13557.2000,3288.1100 

11936.9000,2216.6400 

12417.3000, 1830.8400 

27.1386,4.9548 

12.8637,21440 

21.1127,2.5988 


MEDIAN 

14321.900 

17401.000 

16848.200 

3.38B 

0.000 

0.000 


MIN, MAX 

85.048, 48342.568 

224.049,48692.976 

85.048,48692976 

0.000, 105.328 

0.000,52,637 

0.000,105.328 


5 % 95% 

85.048.48342.600 

1675.160.37176.400 

1043.940,37176.400 

0.000,102548 

0.000,50.216 

0.000,50.216 


BLQ Values Included 

0 

0 

0 

13 

33 

51 

Overall' 

N 

IS 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

16709.600, 10031.400 

18032.400,12337.100 

17538.200, 11451.600 

18.882, NA 

6.849, NA 

12319, NA 


SD.SE 

13467.5000,3174.3200 

13234.3000,23395100 

13197.5000, 1866.4100 

29.3085,5.3510 

12.9985, 2.1664 

22.5981,2.7816 


MEDIAN 

16733.600 

15450.600 

15932.300 

4.780 

0.250 

1.638 


MIN. MAX 

84.089,57165.200 

412.823, 46539.500 

84.089,57165.200 

0.000,104.966 

0.000, 48.839 

0000,104.966 


5%, 95% 

84.089,57165.200 

827.405,46579 J 00 

827.405, 46579.300 

0.000,97.288 

0.000,42.815 

0.000,50.161 


BLQ (c.g., '<1.234' will be used as T.2349 for ihe averages across visits within a subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-2 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF 2-1-HOUR URINE BIOMARKERS OF EXPOSURE BY TIMF.POFNT AND OVERALL 
(Page 105 of 7) 



Biomarken Cotinine Glumonide (nmolling Creatin) 


Smokers 


Non-Smokers 




Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

32 

50 

30 

36 

66 

MEAN, GEO MEAN 

11,128,7.340 

14.577,9.595 

13.335, 8.713 

0.011, NA 

0.006, NA 

0.008, NA 


SD, SE 

7.4252,1.7501 

10.3373, 1.8274 

9.4621,1.3381 

0.0210,0.0038 

0.0134,0.0022 

0.0173,0.0021 


MEDIAN 

10.682 

14.598 

12.095 

0.002 

0.000 

0.000 


MIN, MAX 

0.095,27.231 

0.236,37.108 

0.095,37.108 

0.0UU, 0.075 

aooo, 0.055 

0.000,0.075 


5%, 95% 

0.095,27.231 

0.507,36.704 

0.507,33.762 

0.000,0,066 

0.000,0,049 

0.000, 0.055 

50 


BLQ Values Included 

0 

0 

0 

19 


Week 2 

N 

18 

31 

49 

30 

36 

66 

MEAN, GF.O mean 

10.408.6.935 

15.195,10.444 

13.437,8.986 

0.016, NA 

0.007, NA 

0.011, NA 


SD,SE 

6.8410,1.6124 

11.8468,2.1277 

10.4751, 1.4964 

0.0371,0.0068 

0.0121,0.0020 

0.0207, 0.0033 


MEDIAN 

10.268 

13.259 

11.760 

0.002 

0.000 

0.001 


MIN, MAX 

0.074,26.176 

0.392,53.877 

0.074,53.877 

0.000,0.195 

0.000,0.045 

0.000,0.195 


5%, 95% 

0.074,26.176 

0522,38.730 

0522,34.914 

0.000,0.058 

0.000,0.039 

0.000,0.043 


BLQ Values Included 

0 

0 

0 

18 

30 

48 

Week 3 

N 

MEAN, GEO MEAN 

17 

11.268,7.027 

29 

15.296, 10.711 

46 

13.808,9.166 

30 

0.008, NA 

36 

0.005, NA 

66 

0.006, N A 


SD, SE 

7.7146,1.8711 

11.2894, Z0964 

10.2141,1.5060 

0.0151,0.0028 

0.0136, 0.0023 

0.0143, 0.0018 


MEDIAN 

9.472 

14.21! 

14.106 

0.002 

0.000 

0.000 


MIN, MAX 

0.075 ,22527 

0.264, 49.743 

0,075, 49.743 

0.000,0.060 

0.000, 0.067 

0.000.0.067 


5 %, 95% 

0.075 ,22527 

1.668,40.962 

1.668,34.847 

0.000,0.057 

0.000,0.035 

0.000,0.035 


BLQ Values Included 

0 

0 

0 

18 

33 

51 

Overall* 

N 

MEAN, GEO MEAN 

18 

10.959,7.253 

32 

14.900,10.481 

50 

13.481,9.180 

30 

0.012, NA 

36 

0.006. NA 

66 

0.008, NA 


SD, SE 

7.0907, 1.6713 

10.5712, 1.8687 

9.5809,1.3549 

0.0208,0.0038 

0.0118, 0.0020 

0.0166,0.0020 


MEDIAN 

11.094 

14.601 

12.611 

0.002 

0.000 

0.001 


MIN, MAX 

0.081,23.794 

0.388, 38.906 

0.081,33.906 

0.000,0.091 

0.000,0.049 

0.000, 0.091 


5 %, 95 % 

0.081.23.794 

0.S09.38.799 

0.809,38.061 

0.000,0.061 

0.000,0.038 

0.000,0.047 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects.^ Count of BLQ values does not apply as the BLQ values were converted u> the uppci limit ui u* 
BLQ (e.g., ’<1.234' will be used as '1.234 1 ) for the averages across visits within a subject thus eliminafig all BLQ values for the overall statistics. 
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